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THE INTRODUCTION chlorpromazine into 
psychiatric therapy, new type drug made its 
appearance France 1951.1 Originally thought 
simply another sedative, similar its action 
many other drugs already existence, this drug 
was soon discovered have essentially different 
properties and produce inhibiting effect 
the central nervous system through some new and 
unexpected action mechanism. 1953, the in- 
vestigation its therapeutic 
action and its pharmacology was started the 
North American continent.? few months later, 
was announced that another drug with 
entirely different chemical structure, possessed 
therapeutic and pharmacological properties very 
similar those chlorpromazine. The need for 
the development new scientific discipline had 
arisen. This new discipline, established now 
psychopharmacology, attempts blend the con- 
cepts, the skills, and the experience the pharma- 
cologist, the psychologist, and the clinical psychia- 
trist into integrated structure, the factual and 
conceptual framework which still under con- 
struction. The subject psychopharmacology the 
study psychotropic phrenotropic drugs, that is, 
substances capable influencing psychological and 
mental processes and modifying human emotions 
and_ behaviour. 


The extensive publicity which has been stirred 
about the “miracle drugs for the mind” has 
created situation which has caused serious con- 
cern public health authorities, since has led 
rapidly increasing consumption these drugs 
obtained both medical prescription and without 
it. has been estimated that three billion tablets 
certain tranquillizer were sold the U.S.A. 
1956 and that one-third all medical prescriptions 
1957 were made out for tranquillizers. Pharma- 
ceutical manufacturers have discovered that these 


*From the Verdun Protestant Hospital and McGill University, 
Montreal. 
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drugs are big business. They have invested millions 
pharmacological research this field, and while 
great deal valuable information made avail- 
able through their laboratories, have also re- 
cently witnessed flooding the drug market 
with new preparations this field. Since many 
new drugs have been produced short time 
and since reliable results the clinical effects 
these drugs can only obtained through rather 
lengthy and laborious controlled trials, are some- 
times presented with claims for the therapeutic 
effectiveness drug without being given sub- 
stantial evidence it. 


Ps¥CHOPHARMACOLOGY 


The new discipline, psychopharmacology, con- 
cerned with problems which refer four principal 
aspects of-psychotropic drugs: (1) the indications 
for and dosage the drugs; (2) their side effects 
and complications and their management; (3) the 
understanding the mechanism action 
phrenotropic drugs, and (4) the production and 
screening new substances this field. The first 
two these aspects concern primarily the clinician 
while the two latter problems lie more within the 
field the pharmacologist. 


CLASSIFICATION 


Various classifications psychotropic drugs have 
been suggested. For the purpose this discussion, 
the following division into three categories 
proposed: 


Inhibitory Drugs 


Under this heading fall the well-known cerebral 
depressants such alcohol, barbiturates, and 
chloral hydrate. The new tranquillizers also belong 
here, but are distinguished from the older sedatives 
the fact that they have much less effect the 
higher psychic functions and affect primarily sub- 
cortical centres the brain stem. Their inhibition 
more selective this This not the 
place discuss detail the case for and against 
the different names which have been suggested for 
the new drugs with selective inhibitory action 
the C.N.S., but should mentioned that these 
drugs are also frequently referred ataraxics 
(from the Greek, meaning “without 
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and neuroleptics. The term neuroleptics, proposed 
Delay and the original French clinical 
investigators chlorpromazine, probably the 
better classifying term for these new drugs from 
the scientific point view, while “tranquillizers” 
has become generally accepted their name 
through popular usage word mouth, news- 
paper articles, cartoons, quips, and on. 


Excitatory Drugs 


this category belong caffeine, the ampheta- 
mines, and such newer stimulants 
hydrochloride and 


recently been reported have stimulating effect 
the C.N.S. for which the term “energizing” 
action has been proposed. However, this term does 
not seem particularly desirable since does 
not designate any clearly defined scientific clini- 
cal concept. 


distinction must made between true stimu- 
lation the C.N.S. produced the excitatory 
drugs and apparent stimulation (pseudo-stimula- 
tion) resulting from cerebral depressants which 
may also manifest itself increased activity 
the person but the result disinhibition, reflect- 
ing early phase the action some inhibitory 
drugs the higher centres the C.N.S. Such 
pseudo-stimulation due disinhibition and release 
from cortical control well known all 
phenomenon observed after the ingestion 
small moderate amounts alcohol barbi- 
turates. The performance level person who 
has jag after few drinks lower than his 
normal performance, but would probably 
found above normal stimulated with 
caffeine amphetamine. 


Psychotomimetic Drugs 


This term refers pharmacological substances 
which are capable producing experimental 
psychotic conditions, self-limited model psychoses, 
normal persons. The two main representatives 
this group drugs are mescaline and lysergic acid 
diethylamide (LSD).° 

The therapeutic application these substances 
still the experimental stages, and their princi- 
pal importance present lies their research 
value. 


METHODOLOGICAL PROBLEMS AND RATIONALE 


important draw attention the fact that 
the methodology evaluating the clinical effects 
psychotropic drugs presents more complex problems 
than are inherent the evaluation therapeutic 
agents with primarily physical action. Since 
are dealing with modifications behaviour, the 
statistical analysis drug effects special im- 
portance. Furthermore, the evaluation thera- 
peutic effects the field human behaviour 
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demands special skills the observer and fre- 
quently calls for the use special devices such 
behaviour rating scales, since the problem 
not simply one counting and quantifying results 
but involves major extent qualitative judg- 
ments. The well-established fact that about 30% 
non-selected group patients given placebo 
will show definite “therapeutic” effects and not in- 
frequently will develop dramatic “side effects”, 
such as. nausea, fainting, skin rashes, and 
makes necessary employ systematic placebo 
Since has also been demonstrated 
beyond any doubt that not only the atti- 
tude but the attitude the medical and nursing 
personnel well influence the reaction 
the drug, special experimental designs have been 
developed which “double blind” studies arrange 
for the administration placebo and drug 
such manner that neither the patient nor the 
nurse doctor knows which substance has been 
given until the code broken after the termina- 
tion the clinical trial. New psychological test 
procedures are being developed for the differential 
screening psychotropic drugs human 
and ingenious new test procedures are used with 
the psychopharmacologist faced with the special 
problem transposing the observations animal 
behaviour into predictions behaviour the in- 
finitely more complex human level. 

host imaginative and provocative theories 
the action mechanism psychotropic drugs has 
been offered, and the character the various 
hypotheses varies according the theoretical per- 
spective bias the investigator. Some authors 
speculate entirely within the field psycho- 
dynamics, while others focus their theories 
metabolic, endocrinological, and enzymological 
factors. Still another school restricts itself entirely 
neurophysiological concepts and mechanisms. 
There seems little doubt that integrated 
rationale the action mechanism psychotropic 
drugs needs take into account all these 

Because the great impact which tranquillizing 
drugs have made medicine general and 
order present least one two the current 
theories their mode action, since the rational 
application therapeutic agent only possible 
when basic orientation regarding some key con- 
cepts and mechanisms involved available. 

good deal experimental evidence suggests 
that the site action the principal tranquil- 
lizing drugs subcortical structures the brain, 
particularly the hypothalamus and the reti- 
cular activating The reticular activating 
system consists group neurons the brain 
stem, which are oriented along caudal-rostral 
axis and which have their main function the 
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diffuse and prolonged arousal the cerebral cortex 
whenever sensory stimulus reaches the reticular 
activating system through collaterals from the long 
sensory pathways. 


Some the tranquillizing drugs, for instance 
chlorpromazine, inhibit the reticular activating 
system, with the result that the cortical arousal 
following sensory stimulation any sort greatly 
diminished. the unduly anxious, agitated, 
aggressive individual, may assume that there 
excessive discharge from the midbrain structures 
the cortex both spontaneously and response 
any kind stimulus. agent which will in- 
hibit this excessive discharge would then tend 
re-establish the normal equilibrium within the 


_central nervous system and allow the higher mental 


processes regulated the cortex function 
relatively undisturbed subcortical impulses. 
psychiatric terms, this would mean that patient 
whose mental organization disturbed because 
excessive anxiety, agitation hostility enabled 
the action tranquillizing drug reorganize 
his mental processes and psychic functions. this 
sense, the drug would have therapeutic effect 
though unspecific its action regards the 
original causal factor for the emotional distur- 
bance, which may have been physical psycho- 
logical nature. Older sedatives such the bar- 
biturates also inhibit the reticular activating system 


and thereby diminish excessive and 


impulses arising subcortical structures. However, 
they also inhibit cortical processes much 
greater extent than the tranquillizing drugs. The 
older sedatives, therefore, only provide symptomatic 
relief without allowing the individual reorganize 
his ego defences and re-establish his mental 
equilibrium through the use his higher psychic 
functions. Seen within this general framework, the 
therapeutic action the tranquillizing drugs would 
appear mainly sparing, protective correc- 
tive 


GENERAL PRINCIPLES CLINICAL APPLICATION 


During the past six years, more than new 
psychotropic substances have become available for 
medical prescription. This number steadily in- 
creasing. For practical purposes, one may dis- 
tinguish between psychotropic drugs used for 
major and for minor psychiatric therapy. Major 
psychiatric therapy viewed concerning itself 
with psychotic disturbances psychoneurotic ill- 
ness the most severe degree, while minor psy- 
chiatric therapy dealing with the ubiquitous and 
manifold neurotic and nervous symptoms which 
pose such common and important problems 
every practising physician whether general 
practice specialty. further division must 
made within the group major psychotropic 


drugs, namely, between those agents effective 


schizophrenia and many other psychotic distur- 
except the depressive conditions and drugs 


LEHMANN: TRANQUILLIZERS 703 


which are more specifically adapted the treat- 
ment depressions. 

All psychotropic drugs may produce side effects 
and some quite regularly. Certain drugs may 
lead complications which may become dangerous. 
The number and quality side effects and poten- 
tial complications more less specific for each 
drug, and their nature well their possible 
prevention and management should well under- 
stood any physician before employing the 

The drugs most effective the treatment 
psychotic conditions apart from the depressions 
all seem produce side effects the extra- 
pyramidal system, i.e. artificially produced 
parkinsonian syndrome high proportion 
cases. 

All tranquillizing drugs, whether the major 
the minor type, have their target symptoms 
anxiety emotional tension which may due 
aggressive impulses well manifestations 
psychomotor restlessness and agitation. However, 
while these drugs have had almost revolutionary 
impact the therapy psychotic conditions, 
they have been somewhat disappointing applied 
the treatment neurotic anxiety. Physicians and 
patients must clearly understand that the treat- 
ment ordinary nervousness, anxiety, and other 
neurotic complaints, the new drugs play only 
auxiliary role and cannot relied upon 
specific cure even specific symptomatic 
remedy. Furthermore, the physician will have 
weigh carefully the therapeutic advantages gained 
the use drug against the inconvenience 
side effects and against the risk complications. 

the domain major psychiatric therapy where 
the new drugs have scored their most spectacular 
successes, there exist four therapeutic indications 
for their use: symptomatic sedation; (2) 
treatment acute psychotic states; 
ment chronic psychotic states; and (4) main- 
tenance therapy chronic psychotic patients 
remission. 

Symptomatic sedation and the therapy acute 
psychotic states had already been successfully 
managed other means before the advent the 
newer psychotropic drugs. However, there are 
certain advantages the treatment acute 
excitement with the intramuscular administration 
phenothiazine derivative over the oral, intra- 
muscular, intravenous administration bar- 
biturate. The barbiturate might produce further 
disinhibition and thereby temporarily increase the 
patient’s excitement; consequently, sedation might 
have carried the point deep coma. 
tranquillizing drug, the other hand, will not 
produce disinhibition and, leaving the 
higher mental functions relatively unimpaired, will 
often succeed quietening him and make him 
the same time more rational and cooperative. The 
treatment acute psychotic states, which can also 
carried out successfully with shock therapy, 
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psychotherapy, often simply through the passage 
time, simplified and often made much shorter 
employing neuroleptic drugs. The treatment 
chronic psychotic states was most cases 
hopeless task until the advent the new drugs. 
Even today only certain proportion chronic 
psychotics will respond pharmacotherapy; never- 
theless, longer conceive any patient 
suffering from chronic functional psychosis 
hopeless. 

Maintenance drug therapy chronic psychotic 
patients remission entirely new aspect 
psychiatric treatment. especially with this type 


therapy that the medical practitioner has 


familiarize himself, because steadily increasing 
number psychiatric patients, who recently 
had confined hospital indefinitely, can 
now released into the However, 
they will function adequately only long 
they continue maintenance therapy, with neuro- 
leptic drugs, much the diabetic functions well 
with insulin the epileptic patient with anti- 
convulsants. Maintenance doses psychotropic 
drugs are usually only fraction the doses used 
the short-term treatment the acute chronic 
condition. The maintenance dose for psychotic 
patient remission may remain constant for 
months years. often possible decrease 
gradually time goes on, but there are occasions 
when there sudden need for increasing the 
dose, namely, when the patient 
dromal symptoms imminent relapse 
exposed undue life stresses which always 
hold the danger precipitating recurrence 
the psychosis. Again, the comparison with the 
insulin needs diabetic may made. 

During the last year, some new preparations have 
been produced for -the treatment depressive 
conditions which had failed respond most 
emphasized this connection that not ap- 
propriate the problem therapy for 
emotional depressions simply employing drugs 
which stimulate the patient, “give him boost” 
“lift him up”. endogenous reactive de- 
pression such found manic depressive 
psychosis, involutional melancholia, neurotic de- 
pressive conditions highly complex state, 
characterized much stimulation many 
vital processes inhibition others. is, 
therefore, not surprising that certain drugs with 
excitatory stimulant properties well drugs 
with opposite effects, namely, sedative and inhibit- 
ing properties, have both been reported 
effective some depressions. 

Prescribing adequate dose the various drugs 
for the individual patient presents special problems, 
since there exist great individual differences the 
requirements for these substances different 
patients and for the same patient different times. 
Most the psychotropic drugs have remarkably 
low toxicity and consequently have wide thera- 
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peutic dose range which times extends between 
the factors and 100. (Chlorpromazine, for in- 
stance, may prescribed doses mg. 
2500 mg. per day according the patient’s con- 
dition. 

More often than with any other therapeutic 
agent, some patients may exhibit idiosyncratic and 
paradoxical responses the newer psychotropic 
drugs, while they may respond well another 
drug which may chemically quite closely re- 
lated the first. important remember this 
fact when prescribing one the new drugs for 
the treatment mild moderate anxiety. 
contrast, the barbiturates, for instance phenobar- 
bital sodium Amytal, are much more uniform 
their action, and unusual paradoxical 
with them are relatively rare. The keynote all 
whether old new ones, individualization and 
close supervision treatment. 

Table lists the psychotropic drugs which have 
become available the last six years. This listing 
is, course, not complete, the time 
presented some new drugs will undoubtedly have 
appeared the market. The commercial names 
for the various drugs often differ different 
countries and there may two more names 
for the same drug Canada and the United States. 
Since many manufacturers produce the same drug 
under different names, important refer 
generic name, particularly the case 


new drug. 


PHENOTHIAZINE DERIVATIVES 


The phenothiazine derivatives have been most 
fruitful the treatment major psychiatric dis- 
turbances date. Chlorpromazine 
Thorazine) was the first tranquillizer 
still one the most reliable drugs and 
generally employed the standard for compari- 
son the therapeutic effectiveness drug. 
Side effects with this substance involve various 
autonomic conditions such hypotension, tachy- 
cardia, and dryness mucous membranes. Skin 
rashes may occur well angioneurotic cedema. 
less than cases, allergic type ob- 
structive jaundice may develop with chlorpro- 
mazine and some the other phenothiazine de- 
rivatives. This jaundice the great majority 
spontaneously upon withdrawal the drug within 
few days. Agranulocytosis may occur more 
serious complication. Its incidence fortunately 
low, and probably not higher than 5000 
10,000. discovered and treated early, recovery 
from this complication can often assured. Extra- 
pyramidal symptoms the akinetic parkinsonian 
type the hyperkinetic type characterized 
tremors, muscular dystonia akathisia (restless 
legs) occurs considerable percentage cases 
(10-50% when larger doses are given for long 
periods. 
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TABLE I.—A ror CLINICAL USE. THESE WERE INTRODUCED AFTER 1954 AND REPRESENT 
THE PICTURE JULY 1958. 


Some physiological and biochemical 


Generic name 


characteristics 


Trade name (in Canada) 


(tranquillizers and sedatives) for the treatment Psychotic and Neurotic conditions except Depressive 


Diphenylmethane Derivatives 


Symptoms. 
Phenothiazine Derivatives 

chlorpromazine (pronounced anti-adrenergic activity) Largactil 
perphenazine Trilafon 
proclorperazine Stemetil 
triflupromazine Vesprin 
promazine Sparine 
mepazine Pacatal 
trifluperazine Stelazine 
levomepromazine Nozinan 
thiopropazate Dartal 
acepromazine Plegicil 
promethazine Phenergan 

Rauwolfia Alkaloids 
reserpine (releases intracerebral serotonin) Serpasil 
deserpidine Harmonyl 
rescinnamine Moderil 


benactyzine (pronounced anti-cholinergic activity) Suavitil, Levol 
hydroxyzine Atarax 
phenyltoloxamine PRN 
azacyclonol Frenquel 


Propanediols 


meprobamate Miltown, Equanil, Trelmar 
phenaglycodol Acalo 
Miscellaneous 
captodramin Suvren 
glutethimide Doriden 
methyprylone Noludar 
methylparafynol Dormison 
ectylurea Nostyn 
ethchlorvynol 
ethinamate Valmid 
Inhibitory Drug proposed for the treatment 
depressive conditions 
imipramine 22355) Tofranil 
(stimulants) 
pipradrol Meratran 
Ritalin 
iproniazid (inhibitor mono-amino-oxidase) Marsilid 
deanol (precursor acetylcholine) Deaner 


The various side effects can 
treated with variety other drugs—antihista- 
minics, anti-parkinsonian drugs, etc.—or they may 
respond reduction the dose substitution 
one phenothiazine derivative another. Some 
these substances must given higher doses 
than chlorpromazine. Promazine (Sparine), for in- 
stance, requires least two three times the 
dose chlorpromazine obtain the same effect. 
Most the newer phenothiazine derivatives are 
more potent than chlorpromazine. Perphenazine 
for instance, prescribed only one- 
fifth one-sixth the dose chlorpromazine. 
The more potent the phenothiazine derivative the 
higher the incidence and the more rapid the 
development extrapyramidal symptoms, 
rule. 


One the side effects which often annoying 
with the use chlorpromazine sleepiness 
general reduction initiative, drive, and energy 
output. This sluggishness behaviour not pro- 
duced number the newer phenothiazine 


derivatives. Some them actually seem have 
stimulating effect number mental func- 
tions while, the same time, tranquillizing other 
psychic processes. Proclorperazine (Stemetil) 
drug with these properties. our own experience, 
have found particularly useful the treat- 
ment patients where the preservation mental 
alertness particular importance. This would 
apply the treatment those patients where lack 
drive and apathy are characteristic symptoms 
the original condition. tranquillizing drug which 
produces minimum somnolence and inhibition 
also important the treatment persons who 
need use their intellectual, sensory 
chomotor functions fully their work. 


RAUWOLFIA ALKALOIDS 


The rauwolfia plant was employed long time 
ago the treatment nervous conditions India. 
Reserpine one its active components, 
was first used this continent the treatment 
hypertension, where still extremely 
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useful drug. much larger doses (10 times 
high) also effective agent for the therapy 
major and minor psychiatric disturbances.* 
requires longer time for its action take place 
than the phenothiazine derivatives, and appears 
somewhat less reliable its therapeutic 
effectiveness than the latter. the other hand, 
jaundice and agranulocytosis have not been ob- 
served after its use. Various side effects involving 
the autonomic nervous system are frequently ex- 
perienced, such stuffy nose flushes. Since 
reserpine increases gastric secretion and intestinal 
motility, care should exercised prescribing 


for patients with peptic ulcer intestinal 


lesions. about cases, psychiatric com- 
plication may develop after several weeks 
reserpine administration, the form severe 
depression which times may attain dangerous 
degrees and may require electroconvulsive treat- 
ment order eliminate the risk suicide. The 
sonism, and others slightly higher than with 
chlorpromazine but probably not quite high 
with some the newer phenothiazine derivatives. 


DIPHENYLMETHANE DERIVATIVES 


The next group tranquillizing drugs, the 
diphenylmethane derivatives, are still under inves- 
tigation and our clinical knowledge their effects 
limited, except for azacyclonol (Frenquel), 
which has been claimed particularly useful 
the treatment hallucinatory conditions. our 
experience, have been unable confirm 
Benactyzine (Suavitil) has been recommended for 
tension states associated with obsessive-compulsive 
frequently produces atropine-like 
side effects and may, cause some predisposed in- 
dividuals experience unpleasant feeling 
detachment from reality. Encouraging results with 
phenyltoloxamine have been reported 
chronic schizophrenia. 


obviously impossible discuss detail 
every new psychotropic drug and one can only 
attempt give some the general characteristics 
the group which each belongs. 


PROPANEDIOL DERIVATIVES 


the propanediols, meprobamate, under the 
name Miltown Equanil, has undoubtedly 
achieved the greatest popularity among all tranquil- 
lizers. Whether this popularity entirely justified 
another question. There doubt that mepro- 
bamate useful drug with good tranquillizing 
properties, indicated states mild and moderate 
anxiety and tension. the other hand, this drug 
has not proved effective the treatment 
more severe mental and emotional disorders and 
not always clear what advantages mepro- 
bamate has over the older sedatives, for instance, 
phenobarbital, which certainly great deal less 
expensive. has been established that mepro- 
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bamate large doses given over 
period time will produce tolerance and psycho- 
logical and physiological drug dependency with 
severe withdrawal symptoms resulting from abrupt 
respect, the drug behaves much like 
turates while most the other tranquillizers are 
not addictive. Meprobamate is, however, less toxic 
than the ordinary hypnotics, and suicidal attempts 
made with overdose meprobamate have 
usually failed. For certain specific occasions, mepro- 
bamate may particularly suitable. have 
found, for instance, that its muscle-relaxing 
properties make sedative for people 
who have rest cramped quarters, e.g. sleeping 
train sandwiched between several other 
people long plane ride. The principal site 
action propanediols seems the thalamus. 


MISCELLANEOUS 


The miscellaneous group contains number 
substances most which have good sedative 
properties and can also successfully prescribed 
hypnotics higher doses. One these drugs, 
captodramin (Suvren), has recently been reported 
particularly useful the treatment restless 
children who present behaviour problems associated 
with organic 


Drucs 


The indications for the use stimulant drugs 
are not clear for the tranquillizers. The 
amphetamines have been available for the last 
years and pipradrol (Meratran) 
phenidylacetate (Ritalin) have similar not 


‘claimed that these two more recent drugs are 


less abrupt their action and that they are not 
likely produce the rise blood pressure and 
the insomnia which are frequently seen with the 
amphetamines. 


When should stimulant used? answer 
first the negative: never states increased 
emotional tension, anxiety agitation. Stimulant 
drugs are also contraindicated psychotic symp- 
toms such hallucinations delusions are present. 
the other hand, the patient 
marily lassitude, sleepiness, apathy and general 
asthenia, this class psychotropic drugs might 
valuable aid the management such 
cases. This would apply certain mild neurotic 
depressions, fatigue states following exhaus- 
tive illness, etc. more pronounced depressive 
conditions, the therapeutic use most stimulant 


drugs usually not indicated unless they are com- 


bined with sedative, which case the tension- 
increasing property the stimulant counteracted 
the sedative while the euphorizing action 
the drug may enhanced. should re- 
membered, however, that only certain proportion 
people respond with euphoria these drugs 
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while others may become extremely anxious 
irritable after their administration. 

The pharmacotherapy moderate and severe 
depressive states cuts across our classification 
inhibitory and excitatory drugs. the two recent 
pharmacological agents which have been used 
successfully the treatment depressions, one 
cerebral stimulant and the other cerebral de- 
pressant. Iproniazid has given encour- 
aging results the treatment depressed patients. 
This drug was originally used for the treatment 
tuberculosis but proved unsatisfactory for 
this application because the frequent side effect 
emotional stimulation. Patients this drug 
usually begin respond only after one three 
weeks. They then tend gain weight and lose 
their depressive symptoms. many cases, has 
been possible avoid electroconvulsive treatment 
the use this drug. The dosage level 
iproniazid rather critical, and while 150 mg. 
day was first recommended, now felt that 
not more than mg. day would safe. 
certain proportion cases, probably not more than 
one several thousand, malignant necrosis the 
liver has been observed toxic complication. 

have recently concluded controlled thera- 
peutic trial with derivative, imi- 
pramine 22355), for the treatment depres- 
sive most cases, were able pro- 
vide effective relief for the patient within 
week two without having resort electro- 
shock therapy. far, have not seen any 
dangerous complications and the drug does not 
produce many side effects the daily dose kept 
below 200 mg. should clearly understood, 
however, that treating depressed patient with 
drugs always fraught with danger because the 
ever present risk suicide. Since the drugs avail- 
able for the treatment depressions not take 
effect for several days weeks, continuous ob- 
servation the patient essential, particularly 
during the first two three weeks, when the 
doctor should see his patient frequent intervals. 

this stage impossible give much 
detailed practical information with regard the 
handling psychiatric problems with drugs. This 

The ever increasing number new pharma- 
cological preparations this field precludes de- 
tailed directives which are generally applicable, 
since each drug has its individual characteristics. 

Dosage these drugs varies greatly between 
the different preparations even when the same 
group symptoms being treated and drugs 
similar chemical are being used. 

Dosage requirements the individual patients 
vary greatly among each other and also the 
same patient different times. 

Without individual knowledge each case, 
not feasible decide whether tranquillizer, 
drugs should prescribed. 
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Unfortunately, psychiatric problems not lend 
themselves the reassuringly clear-cut and precise 
treatment routines which are available for other 
pathological conditions, for instance, congestive 
failure, surgical fractures, and infections. must 
also remember that drug with the fewest un- 
pleasant side not necessarily the best 
for the treatment psychiatric 
cause the ever present danger that the patient 
may become dependent the drug. This danger 
greatly diminished the side effects drug 
are unpleasant. 

Perhaps one specific advice should given 
anyone who wishes use these intriguing new 
psychotropic drugs: choose one two drugs for 
each symptomatic condition—for instance, para- 
noid delusions, anxiety, apathy, depression— 
and gain much experience possible with 
the drug’s primary action, side effects and potential 
complications, and their management. One cannot 
really know psychotropic drug unless one has 
worked with extensively for year two; the 
experience which one possesses with one drug 
much more valuable than certain minor advantages 
that may claimed for new drug with which 
one still unfamiliar. 

conclusion, should stressed again that 
the therapeutic situation with regard drug 
therapy different the treatment psychotic 
and psychoneurotic symptoms. When comes 
treating psychoneurotic symptoms such 
anxiety, tension, psychosomatic conditions, the 
psychotropic drugs can very helpful used 
carefully and always with the full realization that 
that they are only adjuncts the general thera- 
peutic management the patient, who most 
cases will also require great deal psycho- 
therapy. 

the treatment psychotic conditions, the 
other hand, number the new psychotropic 
drugs have proved outstandingly successful. 
conceivable that the years come many 
psychotic patients will successfully treated 
their family physician home the general 
hospital. gain the necessary confidence for the 
treatment these conditions, the physician must. 
familiarize himself with the action the drug 
intends use, well with the various side 
effects and complications may encounter, and 
must have the courage give sufficiently large 
doses. most cases, doctors tend prescribe 
much too little the treatment psychoses and 
much too much the treatment 
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END RESULTS THE CURRENT 
TREATMENT FOREARM 
FRACTURES* 


JOHN MOFFAT, M.D. and 
PAUL McGOEY, M.D., 
Toronto 


ADULT FOREARM SHAFT fractures are comparatively 
uncommon injuries and few surgeons can claim 
wide personal experience with them. This 
candid review consecutive unselected forearm 
shaft fractures adult patients admitted St. 
Michael’s Hospital, Toronto, between 1950 and 
1958. The study was precipitated the expression 
divergent opinions members the hospital 
staff concerning the management these injuries. 
The results are published because recent literature 
the subject rather scarce and somewhat con- 
fusing. 


CLINICAL STUDY 


The records patients with forearm shaft 
fractures were summarized, and the patients 
were contacted for long-term follow-up. have 
excluded fractures the wrist elbow. indi- 
cate the relative rarity this injury, may 
stated that there were, the same period, 173,000 
admissions the hospital, 11,000 which were 
traumatic cases. 


The patients ranged age from 80, 
shown Fig. Only seven the patients were 
female. Seventeen industrial accident cases were 
treated under the Workmen’s Compensation Act. 
One patient had both forearms fractured. 

The distribution the fractures 
the radius and the ulna shown Figs, 2(a) 
and 2(b). Seventeen the patients fractured the 
radial shaft only, while equal number had 


*From St. Michael’s Hospital, Toronto. 


AGE years) 


Fig. 1.—Age distribution. 


fractures the ulna alone. The remaining had 
fractures both bones. Eleven the cases were 
compounded; patients had associated injuries, 
and these the injury was located such 
area influence recovery function the 
forearm, i.e. cut tendons three, radial head 
fracture dislocation three, cervical root injury 
two, humeral fracture two, and Colles’ frac- 
ture and olecranon fracture one each, 


ABSTRACT TREATMENT 


The patients were treated surgical special- 
ists members the resident staff under their 
supervision. Closed reduction with plaster im- 
mobilization from the axilla the metacarpal necks 
was employed primarily instances. Thirteen 
these cases later required additional operative 
treatment. Two patients with stable fractures 
the distal third the radius were treated with 
forearm plasters with good frail 75-year- 
old woman with fracture the mid-shaft the 
ulna was treated with sling and binder and ob- 
tained excellent result! Thirty-seven patients 
received surgical treatment, primarily and 
after failure closed methods. 
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Fig. 2A.—Anatomical distribution—radius. 


Fig. 2B.—Anatomical 


The surgical treatment summarized Table 
The popularity intramedullary fixation evi- 
denced the fact that these patients were 
treated this method. Six patients underwent 
onlay grafting, one them both bones the 
forearm, and another, primarily, for mid-ulna 
fracture which had recurred twice. Metal plates 
were used four patients, and two these, 
Kirschner wires were used stabilize the other 
bone. single ulnar head resection was done with 
gratifying result, while one excision cross- 
union resulted recurrence. The type intra- 
medullary fixation used shown Table II. Heavy 


TABLE TREATMENT GIVEN 


Number 


Surgical procedure performed 


4-hole plate with wire other bone............ 
2-hole plate with wire other bone............ 
Resection 
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TABLE II.—AGENTs USED FOR INTRAMEDULLARY FIXATION 


Number 
Mode fixation used 


Kirschner wires were commonly used before 1955, 
but since that time Rush pins have been preferred 
this hospital staff. The pins were removed all 
but five cases. 


RESULTS 


The average hospital stay for patients with fore- 
arm fractures was days, five being admitted for 
one day only. Compound injuries averaged 
days compared with for the simple fractures. 

The average time off work for the series was 
eight months. Compensation cases averaged 
months, while the remainder returned work 
four months. Two patients concerned compensa- 
tion cases were disabled for almost three years; 
one these was indignant teamster, whose 
prolonged treatment resulted his replacement 
motor vehicle—an indication the disparity 
between medical and engineering progress 
Toronto. 


TABLE INFLUENCING RECOVERY 
Wrist 


Amount movement Possible responsible 
Patient lost factors 


15° extension Fracture humerus, 


15° flexion spica for four months 
15° extension Fractures distal end 
15° flexion radial and ulnar 
shafts 
F.B. Fractures humerus, 
wrist fusion for radial 
nerve palsy 
10° extension Severe laceration 
30° flexion extensor tendons 


D.M. extension Cross-union 


20° flexion 


assessing the functional result, measured 
the range motion the elbow and wrist, paying 
less attention the return muscular strength, 
which much more difficult assess. Results with 
less than degrees’ loss joint range were con- 
sidered good. Those lacking degrees were 
considered fair, and those lacking more than 
degrees bad. 


The return wrist flexion and extension was 
generally excellent, there being three fair and two 
bad results the cases followed (Table III). 
One bad result (F.B.) was due wrist fusion 
for radial nerve palsy while the other patient 
had extensive damage his extensor tendons. One 
the patients with fair result (D.R.) had been 
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immobilized shoulder spica for slow union 
concomitant fractured humerus, while the remain- 
ing cases included distal shaft fracture both 
bones 60-year-old woman and proximal 
radial shaft fracture 60-year-old man 
that went cross-union. The latter three cases 
were plaster for 16, and weeks respectively. 
However, prolonged plaster immobilization, per se, 
did not interfere with the ultimate return wrist 
movement, and patients who were plaster for 
over weeks (100 weeks one case) regained 
full function. 


TABLE IV.—Facrors INFLUENCING RECOVERY 


Amount Possible responsible 
Patient movement lost factors 
F.B. 10° flexion Fracture humerus, radial 
25° extension palsy 
D.R. flexion Fracture humerus 


30° extension 


H.B. 20° flexion 
50° extension 


Foreign body elbow joint 


R.R. 20° extension Monteggia fracture with 


myositis ossificans 


Recovery elbow flexion and extension (Table 
IV) was usually excellent, with three bad results 
and one fair result. foreign body the elbow 
joint was responsible for one the bad results 
(H.B.). The other two occurred patients with 
associated fractures (D.R.) and (F.B.). 
The fair result (R.R.) occurred the Monteggia 
fracture which myositis ossificans appeared 
the elbow. 


All the cases with bad and fair results both 
wrist and elbow had heen treated surgically. This, 
course, not reflection operative methods, 
they were reserved for the more serious injuries. 


would expected, forearm rotation was 
seriously affected. There were bad and four fair 
results. Eight patients lost more than 90° rota- 
tion. Only two and S.S.) the patients 
with these indifferent results had fractures the 
ulnz with intact radii, one them having cross- 
union and the other foreign body the elbow. 
The remainder had fractured radii alone 
company with fracture the ulna, emphasizing 
that accurate reduction the radius the 
greatest significance achieving good functional 
result. 


Loss pronation was regarded many our 
patients greater deficit than loss supination, 
and this deficit was related anterior and medial 
angulation the radius, or, some cases least, 
over-supination the time reduction. 

The factors responsible for loss rotation the 
forearm are outlined Table Three cases 
cross-union D.M., A.D.), two treated surgi- 
cally, are noted. Three further cases (P.B. and 
P.S.) had proximal fractures with heavy callus laid 
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TABLE V.—Facrors AFFECTING RECOVERY 


Amount 
Patient movement lost 


D.R. 20° pronation 


H.B. 20° pronation 
20° supination 


J.M. 20° supination 


LR. 20° pronation 


C.M. 45° supination 
50° pronation 


B.L. 70° supination 


90° pronation 
90° supination 


60° pronation 
60° supination 


P.B. 70° supination 


80° pronation 
10° supination 


F.B. 50° pronation 
70° supination 


B.H. 10° pronation 
45° supination 


D.M. 90° pronation 
90° supination 


D.M. 20° pronation 
20° supination 


E.W. 90° pronation 
45° supination 


A.D. 90° pronation 
90° supination 


Possible responsible 
factors 


Fracture humerus 


Foreign body elbow 


Myositis ossificans 


Antero-lateral angulation 
ulna 


Anterior angulation ra- 
dius, delayed 
weeks 


Medial angulation radius, 
heavy callus upper third 


Cross-union 
Heavy callus upper third 
Heavy callus upper third, 


medial angulation radius 


Medial angulation radius, 
severe soft tissue damage 


Radial palsy, medial angula- 
tion radius 


Lateral angulation ulna, 
non-union with bone graft 


Cross-union 
reason 


Fracture 
myositis ossificans 


Cross-union, cervical root 
injury 


down such manner limit Some 
medial angulation the radius was present 
each case. 

associated elbow fracture (E.W.) accounted 
for another very poor result. Loss extensor 
tendons with severe antero-medial angulation 
the radius (A.P.), and fracture the humerus 
with radial nerve palsy (F.B.) account for two 
others. The rest are self-explanatory except for 
D.M., who lost degrees rotation spite 
fine reduction. Noteworthy again the fact that 
these cases were treated open 


reduction. 


TABLE VI. 
Complication Number patients 
Myositis 


Delayed union (over weeks).......... 


(over one year) 
fractures) 


Foreign body elbow........ 


a 
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COMPLICATIONS 


Complications were numerous and are sum- 
marized Table VI. There was fatality 
17-year-old male (J.C.) who died very suddenly, 
probably aspiration, minutes after the applica- 
tion plates both bones. 


Myositis ossificans occurred the elbow 
three patients (R.R., J.M., and E.W.) all whom 
had dislocation fracture the radial head 
associated injury. Cross-union occurred 
three patients, all elderly (aged 75, and 80), 
with fractures the upper third the forearm; 
surprisingly enough, all had fractures one bone 
only (Fig. 3). 

one case (J.B.), the long extensor tendon 
the thumb was ruptured several months after the 
fracture occurred, because friction against 
pin-end. have not seen this particular com- 
plication reported previously. 

Non-union occurred three cases (S.S., R.R. 
and B.H.), one the radius and two the ulna. 
One (B.H.) was grafted months. pseudar- 
throsis occurred mid radius while fibrous 
union took place R.R.; the latter two patients 
notwithstanding have excellent forearms and are 
unaware their non-union! Both patients had fine 
hairline reductions, and reason submitted 
except inadequate length immobilization, i.e. 


and weeks respectively. 


Union was delayed more than weeks 
instances and more than weeks these 
(including those cases grafted between the 15th 
and 20th weeks). this series particular site 
seemed prone this complication. The possible 
explanations for those unions delayed more than 
weeks shown Table VII. Comminution 


TABLE CASES WITH DELAYED UNION 


Number 
weeks 
Site before 
delayed union union Possible responsible 


Patient (radius ulna) factors 


C.M. Radiusandulna distraction and 


comminution 

R.S. Radius Comminution; external 
immobilization for four 
weeks only 

Radius Segmental comminution 

23-30 Distraction, comminu- 


tion; inadequate inter- 
nal and external im- 
mobilization 
External immobilization 
for four weeks only. 
26-34 Segmental comminution 
both bones 
Number 
weeks 
elapsed before 
grafting 


Ulna 


Radiusandulna Bilateral distraction 


M.D. Radius Immobilization with 
marked rotational de- 
formity 
Radius Comminution 
Ulna 


Fig. 


occurred the fractures, while distraction, 
premature conclusion immobilization, 
adequate internal fixation accounted for the re- 
mainder. Comminution also figured the 
patients whose fractures united after the 15th 
week. every case open reduction had been 
done and metal appliance used maintain 
stability. 

Two men (R.S. and J.L.) were deliberately 
treated with intramedullary R.A. pins large 
diameter followed brief period external 
immobilization (four weeks), order measure 
the effectiveness the internal fixation. both 
cases union was greatly delayed. However, one 
man (R.S.) worked after the fourth week with- 
out difficulty. The other (J.L.), compensation 
case, was off work for eight months. 

From the x-ray studies was possible corre- 
late the rate union with the method treat- 
ment. Five solitary fractures the radius and six 


the ulna treated conservatively averaged 
weeks for radiological union. Eleven solitary radial 


fractures and six ulnar fractures treated surgically 
with open reduction and internal fixation averaged 
weeks. Four these patients subsequently 
required bone grafting. patients with both 
bones fractured, five fractures united nine weeks 
plaster, while who were treated open 
reduction and internal fixation obtained union 
average weeks. additional four patients 
this last group required secondary bone grafting. 
There were bone infections this series. 


The current popularity intramedullary fixation 
forearm fractures must await more lengthy 
scrutiny. before the method generally accepted 
the one choice this injury. The dangers 
distraction, infection, and incomplete immobiliza- 
tion, well the technical difficulties this 
method, have been duly noted, even en- 
pins and instruments for their insertion and re- 
moval has partially solved these difficulties. 

cannot subscribe the use pins 
Colles’ fracture, nor that fracture the 
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Fig. 


distal third the ulna often constitutes serious 
problem. However, the inherently unstable 
fractures, Monteggia, Galleazzi, there can 
little doubt that the method exceedingly attrac- 
tive. Furthermore, are convinced that adult 
shaft fractures with segmental comminution, in- 
stability, rotatory recurrent deformities, 
prompt decision use well planned and executed 
intramedullary fixation desirable. severe pri- 
mary injuries with extensive soft tissue damage, the 
method gives good fixation with minimum 
added insult the soft tissues and periosteum. 


Some enthusiasm for the method stems from 
undue emphasis the early elimination external 
plaster this series there 
was correlation between the functional end 
result and prolonged plaster immobilization. Noth- 
ing more than supervision finger and shoulder 
movement plus occasional judicious physiotherapy 
required most our patients. However, 
with adequate intramedullary pinning, the surgeon 
can often remove the and allow the patient 
more scope during the’ phase between early union 


Other authors have emphasized the effect 
mechanical factors the production deformity, 
and the essential details and skill necessary for 
the successful conservative treatment such in- 
are complete agreement with 


Fig. 


these principles. However, would re-emphasize 
the importance recognizing instability 
definitive operative treatment. 

this series segmental 
cularly the radial shaft, was the most striking 
indication for the use operative methods 
(Fig. 4). The time required for union generally 
longer than the inexperienced surgeon 
led believe. The hazards premature removal 
plaster and injudicious tests for union are well 
recognized. Distraction and incomplete fixation can 
occur unless the method used carefully (Fig. 5). 

Loss forearm rotation was the most common 
and serious was almost invariably 
associated with indifferent reduction the 
radius (Fig. 6). However, did occur spite 
optimum treatment several instances. 

Before the commencement this series, bone 
plates and primary onlay grafts had enjoyed fleet- 
ing popularity with our staff; more recently there 
has been definite tendency 
medullary fixation, especially since the advent 
improved instruments and techniques (Fig. 7). 


SUMMARY 


This study adult forearm shaft fractures 
illustrates some the pitfalls the management 
these relatively rare injuries. 


Fig. 


Fig. 
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The authors approve conservative treatment 
stable fractures, but favour the early recognition 
those fractures which require ancillary methods. 

While intramedullary fixation does not reduce the 
time required for union, often permits earlier 
removal plaster and use the arm while awaiting 
consolidation. 

Segmental comminution and radial instability should 
regarded indications for the use intramedullary 
fixation. 

Irrespective the and method treatment, 
significant permanent disability common these 
patients, especially the presence extensive soft 
tissue injuries. 


Chestnut Park, 
Toronto. 
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FETAL HAZARDS THE 
DIABETIC PREGNANCY* 
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GENERALLY AGREED that the maternal hazards 
accompanying diabetic pregnancy have been al- 
most completely eliminated. Those who die, not 
die diabetes. There evidence that preg- 
nancy makes the disease worse, with the exception 
those cases with advanced retinitis Kimmel- 
stiel-Wilson disease. 


There still remain many maternal complications, 
and these act predisposing causes fetal 
That these are very real evidenced 
the fact that series has yet viable fetal and 
neonatal mortality rate less than 10%. Manage- 
ment these difficult pregnancies now 
orientated mainly towards removal the hazards 
the fetus. This the central problem, and 
resolves itself mainly into the anticipation and 
correction maternal difficulties, with timely and 
nicely judged premature interruption the preg- 
nancy. then rely heavily good peediatric 
care and, even more important, good nursing care 
the baby the incubator. 
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RESUME 


chez des adultes montre les traquenards que présente 
traitement ces blessures relativement rares. Les auteurs 
recommandent traitement conservateur dans les fractures 
stables, mais ils insistent pour que les fractures 
quiérent des méthodes ancillaires soient reconnues d’emblée. 


requis pour elle permet enlévement précoce 


doivent étre considérées comme des indications 
dépit genre traitement qualité des soins 
apportés, une infirmité permanente afflige souvent ces 
malades, surtout atteinte grave aux tissus mous. 


MATERIAL AND METHODS 


The purpose this paper discuss fetal 
hazards within the framework consecutive 
viable pregnancies diabetic women managed 
between the years 1951-1957 the Toronto 
Western Hospital. 

The criterion viability was that adopted 
Priscilla White, i.e. fetal weight 960 grams. 
addition the viable pregnancies there were 
one intrauterine death non-viable fetus (wt. 
495 g.), four spontaneous abortions 
therapeutic abortions. 

There were pregnancies primigravide and 
There was maternal death. 
Four stillbirths and four neonatal deaths make 
uncorrected fetal mortality rate just under 16%. 


TABLE PREGNANCIES, 
WESTERN 1951 1957 


Non-viable pregnancy, intrauterine 


maternal loss. 


the fetus due maternal complications, the hazard 
during delivery and the special hazards its 
existence the incubator. our contention that 
there are mysterious reasons for these fetal 
deaths. our present state knowledge they 
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were all due errors judgment. From the 
above mistakes scheme management these 
pregnancies has evolved. 


MATERNAL COMPLICATIONS PREDISPOSING 
FETAL HAZARDS 


Retrospective analysis immediate post-partum 
glucose tolerance tests women giving birth 
babies weighing over 4500 unexplained still- 
births has revealed abnormalities suggestive the 
pre-diabetic state (cf. Fig. 1). 


GLUCOSE TOLERANCE TEST 


PARA GRAV 

HISTORY LARGE BABIES 
DELIVERED HOURS EARLIER 
wT. OF BABY. QIbs. I! ozs. 


dextrose 


given 


Blood Sugor 
Mg. 


50 groms 


NORMAL 


Glycosuria Trace Ft. Trace 


Fig. 


Many maintain that pregnancy 
diabetogenic experience which will uncover latent 
pancreatic insufficiency—and reveal those patients 
who will eventually become diabetic. their view, 
the term pre-diabetes should abolished. These 
patients should treated, from the obstetrical 
point view, diabetics order increase 
fetal salvage. Agreement with this viewpoint 
has prompted include our series four 
“glucose-tolerance” diabetics, Group Pris- 
cilla White’s classification, with one stillbirth. 

This concept the pre-diabetic pregnancy in- 
volves certain practical rules management: 

All pregnant women should have their urine 
tested for glucose each visit. This should pre- 
ferably done post-prandial specimen. 

All pregnant women with significant glyco- 
suria two successive visits should have glucose 
tolerance test. 

All women with history repeated 
abortions, repeated stillbirths delivery babies 
over weight, should have their carbo- 
hydrate metabolism investigated. This should 
done the puerperium, preferably the first 
hours. Even the investigation negative, should 
repeated the next pregnancy. 

The pregnant woman with suspiciously 
frankly abnormal glucose tolerance curve should 
have the prenatal care described for diabetic 
pregnancy. These patients may well treated 
with insulin tolerance. 


MATERNAL ACIDOSIS 


The outcome diabetic pregnancy hinges 
good control the diabetes. The factor almost 
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always associated with intrauterine death the 
fetus maternal acidosis. 

states that 50% the fetal deaths 
his series were associated with keto-acidosis; 
60% these were associated with what 
terms preventable, and what prefer call 
ignored, acidosis. This due to: (a) unco- 
operative patient. (b) Inadequate medical super- 
vision. (c) Undiagnosed diabetes. Peel states that 
badly controlled diabetes the fetal death rate 
70%. 

our series significant keto-acidosis occurred 
out pregnancies. was associated with 


case intrauterine death. From the prac- 


tical point view, acetone the urine the 
earliest detectable sign acidosis. For this reason 
all diabetic pregnant women must taught 
test their urine repeatedly for ketone bodies. 
must impressed upon the patient call im- 
mediately discovering positive test, and 
must impressed upon the physician take heed 
the call immediately. Immediate hospitalization 
advocated for significant This often 
associated with infection, particularly the urinary 
tract. 

have noted between 34-36 weeks preg- 
nancy the frequent occurrence acetone the 
urine, unaccompanied significant 
and lowered CO, combining power. Concomitant 
with this sudden increase the amount 
glucose leaking out the urine. The condition 
can corrected intravenous replacement with 
dextrose fructose. 

Experimentally has been shown that lowered 
the fetal blood most lethal factor even 
when associated with normal oxygen saturation. 
This seems also borne out clinically. 

Accordingly, though quite intuitively, have 
regarded acetonuria without 
our first danger signal. When occurs, the preg- 
nancy has advanced beyond weeks, termin- 
ated. This was the main reason for termination 
cases. All these patients were Groups 
Priscilla White’s classification. All the patients 
had live babies. 


The tender vascular system the diabetic 
renders her particularly liable pregnancy 
Reported incidence varies from 
40%. states that there was 44% fetal 
loss his cases associated with White 
reports incidence 3%. This low rate 
she attributes sex hormone therapy. be- 
lieve due the close prenatal supervision 
she gives her patients, particularly from the 
32nd week onwards. try match this, 
especially with regard weight restriction. 

word warning should interjected here 
with reference the too free use the “acidosis 
producing” diuretics, such 
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(Diamox) ammonium chloride. Their effect 
fetal should considered. 

our series, occurred three times 
pregnancies. The slightest sign after 
weeks regarded our second danger signal, 
indicating the need for prompt términation. 


This condition extremely common these 
pregnancies. far congenital anomalies are 
concerned, does not present the same sinister 
significance non-diabetic pregnancies. 

Many authors, especially Peel, are impressed 
with the fact that increasing hydramnios asso- 
ciated with high fetal mortality. maintain 
that, provided the pregnancy has advanced far 
enough, increasing hydramnios the third danger 
signal, indicating need for termination. 

Hydramnios occurred out preg- 
nancies. was the main indication for termination 


PREMATURE ONSET LABOUR 


Heralded marked increase uterine irri- 


tability about weeks, spontaneous labour 


starts between and weeks. 

There may some reason for pre- 
mature termination pregnancy. occurred be- 
tween and weeks cases our series. 
Six cases were delivered from below and two 
Ceesarean section. The only fatality was neonatal 
death from primary peritonitis the 11th post- 
partum day. The babies fare well, provided the 
labour managed without sedation and they are 
delivered, preferably vaginally, under conduction 
local 


has been stated that still fetus presages 
intrauterine death. two cases, both before 
weeks, have terminated pregnancy for this 
indication. both, the baby died within hours, 
showing post mortem only hyaline membrane 
disease. are the opinion that termination 
solely for this reason contraindicated unless 
pregnancy has progressed beyond weeks. 


IMBALANCE 


have not used sex hormone therapy any 
case this series. have reason regret 
this oversight. 

agree with that the superb 
prenatal care received her patients that enables 
White achieve her excellent results. All her 
patients are private, and all are very well con- 
trolled. particularly significant statement made 
her last report, “There were severe cases 
keto-acidosis this series.” this were true our 
series, could perhaps eliminate half our fetal 
mortality. 
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TABLE ror DELIVERY 


No. Class 
Acetonuria without hyperglycemia.......... C,D,E 
Spontaneous premature labour.............. C,D,E 


feel have composition, though not 
numbers, type series comparable that 
reported Priscilla have carefully 
arranged our series according her classification. 

Comparing our series and Pedersen’s series 
well-controlled long-term diabetics with Priscilla 
White’s series, the following table (Table III) 
emerges: 


TABLE III. 
Fetal Severe Cesarean 
Author mortality section Hormones 
White 10% 72% 50% 70% 
Pedersen 65% 37% 17% 
Kinch 16% 62% 40% 62% 


all the above series, the key management 
has been careful composite control few inter- 
ested physicians. Careful chemical control the 
diabetes and early timing delivery are manda- 
tory. Expert care has been given the 
premature infant. 


Sex hormone therapy, prove its effectiveness 
and advantage, must eliminate the necessity for 
premature delivery the infant. This has not 
done. Peel has found that with impending perinatal 
death progressive drop the level preg- 
nandiol and allied chemical compounds occurs 
between the 30th and 32nd weeks pregnancy. 
This may important prognostic yardstick 
separate those women who need early delivery from 
those who could carried longer. may indicate 
failing placental endocrine function, but there 
evidence yet that this can advantageously 
corrected substitutive progesterone stimula- 
tive therapy. 


Intrauterine Death 


The predisposing causes this tragedy have 
been discussed. About 70% these deaths 
occur .after the beginning the 36th week 
us, the obvious precautionary mea- 
sure has been prevent pregnancy progressing 
much beyond weeks. Just the curve intra- 
uterine mortality rises abruptly about the 36th 
week, the curve neonatal mortality from 
prematurity falls abruptly about weeks. 


has been our policy try prolong preg- 
nancy 3514-36 weeks, terminating pregnancy 
the onset the danger signals which have been 
described. pregnancy taken beyond weeks. 
have been able carry only the case short 
duration and late onset far this date. 


~ 
ry 


TRAUMATIC DELIVERY 


The fetus the diabetic mother almost in- 
vaginal delivery always difficult. The head 
usually delivered with difficulty and, after this, the 
baby dies from asphyxia result shoulder 
dystocia. Most large series report this tragedy. 
had one undetected diabetic, whose baby, 
weighing lb. oz., succumbed from shoulder 
dystocia. 

This gross error. There were two other 
cases the series, induced weeks, which 
feel that delivery oversized infant mid- 
forceps extraction surely contributed 
demise. neither was any obvious brain damage 
revealed post-mortem. However, both mothers 
had live baby delivered section 
their next pregnancies. 

This premature fragile giant expected nego- 
tiate the unprepared birth canal. Presumably 
result the unripeness the cervix, there 
slow unproductive first stage. This, stated above, 
often followed mid-forceps delivery. The 
baby the diabetic mother withstands the first 
stage poorly, the second stage worse. 


PREMATURITY 


Despite its oversize, the diabetic baby pre- 
mature. This its main hazard after birth. De- 
livery section premature infant 
known strongly predispose hyaline mem- 
brane disease. This the commonest post-mortem 
finding. 

These babies present very typical clinical 
picture. When delivered, except for the “little 
Cushing’s” type appearance, they are good 
shape and cry well. .If they are going 
with hyaline membrane disease, 
the time they reach the isolette they will 
cyanosed. 

About half hour after delivery remarkable 
change has occurred. Although pink from oxygen, 
the baby fighting furiously for breath with rapid 
abdominal breathing and marked lower chest re- 
traction. This baby using tremendous lot 
energy fighting for breath and life. our experi- 
ence, can keep this fight for hours, 
will get better and become apparently normal 
baby. 


stated the introduction, the last analysis 
there mystery about the cause death 
these babies. hindsight error judgment 
has been committed the majority cases. 

this series there were eight deaths—three were 
associated with ignored acidosis. two cases, 
intrauterine death occurred after weeks; one 
patient was hospital, one was not. both cases 
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TABLE JUDGMENT 


Too early delivery— 
insufficient grounds.............. Neonatal 
deaths 
Wrong method delivery—trau- 
neonatal 
death 


out fetal deaths public cases. 
out fetal deaths private cases. 


acetonuria was ignored—earlier delivery one case 
and earlier admission hospital and delivery 
the other might have changed the outcome. Both 
were subsequently delivered live babies. The 


case acidosis was associated with anence- 


phaly. 

Two further cases were delivered before 
weeks—one section, one vaginally, 
what would now considered insufficient grounds. 
still fetus was the indication both these 
cases. Avoidance delivery before weeks might 
have prevented these. The lesson learnt from these 
two cases was that, unless labour begins spon- 
taneously, delivery before weeks should 
carried out only very exceptional instances. 

Two further deaths were due the wrong 
method delivery, difficult vaginal delivery 
instead section. These were gross 
and unnecessary errors judgment. These patients 
have already been described. 

Our last fatality was case primary peri- 
tonitis the day. 

Therefore, our series could theoretically 
eliminate: (1) ignored acidosis, (2) too early 
delivery, and (3) the wrong method delivery, 
the only fetal hazard from the diabetic pregnancy 
would prematurity. 


CLASSIFICATION 


These cases have been carefully classified ac- 
cording the grouping Priscilla White (Table 
V). 
Table shows the distribution compared 
that series published Priscilla White. 


TABLE ACCORDING WHITE 


Class Description 
Glucose tolerance diabetics 


Vascular disease 

Diabetics Onset yrs. 
Vascular disease 

Diabetics under yrs. 
Duration yrs. plus 
Calcification 


retinitis 
With calcified pelvic vessels. 
With retinitis renal disease 


Once the patients were classified, this was 
not used basis for therapeutic management. 
The was find out whether retrospective 
analysis the premises which this classification 
based are valid. 
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Neonatal Vaginal Cesarean Weight 

therapeutic abortion 


can seen (Table VI) that, broadly, groups 
and were delivered because was felt that 
the fetus was sufficiently mature, and group 
and were delivered because our hand was 
forced the advent complications threatening 
the life the fetus. This bears out Priscilla 
contention that fetal prognosis worsens through 
the classes from 

Secondly, the delivery time advances from 
also good pointer. Thirdly, Czesarean 
section rate increases from Lastly, one 
the two therapeutic abortions was patient 
group with Kimmelstiel-Wilson disease and dia- 
betic retinitis. The other was group patient 
with malignant melanoma. 


The conclusion reached, from analysis this 
small series cases managed without reference 
classification, that the premises which 
Priscilla White bases her classification are valid 
and that this valuable help planning the 
management pregnant diabetic patients. 


OBSTETRIC CONSIDERATIONS 


Fine obstetric judgment demanded two 
counts: (1) time delivery; (2) method 
delivery. 


Time Delivery 


are between the abyss intrauterine death 
the one hand and that neonatal death the 
other. has been stated that the rate intra- 
uterine death increases about weeks. Our 
policy has been attempt prolong pregnancy 
the majority cases weeks, terminating 
the indicated few 3414 weeks. The patient with 
diabetes short duration and late onset, showing 
complications, carried weeks. Delivery 
advocated slightly earlier date than most 
series. order anticipate events, all pregnant 
diabetics are admitted hospital weeks. 
They remain under continuous supervision until 
delivery. 


Estimation Maturity 


This major problem. How know these 
pregnancies have advanced weeks? 
The value careful menstrual charting comes 
the fore—and this seems the most accurate method. 
calculate the gestation from the first day the 
last normal menstrual period—or, the case 
single girl, occasionally the night conception. 
Intelligent diabetics are very accurate about the 


those who occasionally stray from the 
path virtue are often painfully accurate about 
the latter. 


Clinical palpation often very inaccurate be- 
cause obesity and hydramnios. 

X-ray estimation the fetal size known 
inaccurate. agree with Jones that spot films 
the lower femoral epiphysis are very valuable. 
These are taken with the patient lying her 
abdomen. The presence femoral epiphysis 
the vast majority indicates gestation period 
weeks more. Careful noting date 
quickening may very helpful. 


Method Delivery 


Table VII shows our results. Even allowing for 
the fact that there were two intrauterine deaths 
and one anencephalic fetus the vaginal delivery 
group, section our hands has afforded 
the fetus greater safety. 

Advantages Czsarean section: (1) un- 
doubtedly true that section has lowered 
the fetal mortality rate. White has 98% viable 
live-born rate with 70% incidence. This also 
the opinion Peel and Roland, and our figures 
speak for themselves. (2) For emergency delivery 
the presence complications indicated. 
(3) eliminates the difficulties control the 
diabetes during labour. These labours often show 
inertia. section eliminates the occasional 
death from ‘shoulder dystocia. 


TABLE DELIVERY 


Neonatal 
Stillborn deaths Total 


Disadvantages: The premature infant the dia- 
betic, particularly weeks, already 
cedematous, rendered particularly liable 
hyaline membrane disease when delivered this 
route. The absence “squeezing” effect vaginal 
delivery definite disadvantage. These babies 
are certain have aspirated much amniotic fluid, 
and have full stomachs. 


needs very strong indication carry out 
strong one weeks. delivery necessary 
weeks, the vaginal route essential; be- 
tween and weeks the vaginal route pre- 
ferable. labour starts during this period, 
much safer for the baby delivered from below, 
even though this may strain the patient and 
her obstetrician. The key success lies frequent 
observation and attendance the patient 
labour. The obstetrician must ready give 
freely his time. 

any time emergency delivery essential, 
the calculated risk section must 
taken. 


be 
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Our final conclusion that section 
should performed unless: (1) The pregnancy 
earlier than weeks. (2) The patient primi- 
para with favourable cervix, going into labour with 
hours following surgical induction. (3) The 
patient multiparous patient with favourable 
cervix, good labour history and not too large baby. 


SUMMARY PRACTICAL MANAGEMENT 
THE DIABETIC PREGNANCY 


Pre-conceptual advice. (a) Reassurance out- 
come. (b) Warning fetal risk. (c) Warning time 
consumed, hospitalization expense and possibility 
section. (d) Careful charting menstrual 
periods. 

Careful evaluation diabetic status and classifica- 
tion. (a) Age onset diabetes. (b) Duration 
disease. (c) Vascular disease. (d) Hereditary back- 
ground. (e) Control diabetes. (f) Past obstetric 
history. (g) Intelligence and co-operation. 

(Classification according Priscilla White. Thera- 
peutic abortion reserved for the diabetic with 
extensive vascular disease (Class and certain 
cases where social, economic, hereditary, factors in- 
volving patient co-operation 

Complete physical examination. (a) Ophthalmo- 
scopic examination. (b) Radiography for calcified 
pelvic arteries. 

Education the patient with particular reference 
testing urine frequently for acetone. 

Composite prenatal care between obstetrician and 
internist. Patient should seen both two-weekly 
intervals until the 24th week, and then weekly. 

Prenatal visit notes. (a) Symptoms. (b) Weight— 
careful control—salt restriction and diuretics. (c) Blood 
pressure and complete urinalysis. (d) Eye grounds. 
(e) Blood sugar—careful chemical control. (f) Size 
fetus, fetal heart, hydramnios. 

Diet. Thirty calories per kg. body weight; high carbo- 
hydrate—200; protein per kg. body weight. Fat 
make caloric prescription. 

Immediate hospitalization onset of: (a) 
Acidosis. (b) Infection. (c) (d) Excess 
weight gain. (e) Insulin coma. 

Routine hospitalization weeks with observa- 
tion until delivery. Charting: (a) Blood pressure 
hourly. (b) Weight every other day. (c) Total 24-hour 
urinary glucose output. (d) Urine hourly for sugar 
and acetone. (e) Fetal heart with fetal activity. (f) 
Thirty-five weeks, spot x-ray films for femoral epiphysis. 

Immediate delivery the following danger 
signals—if gestation sufficiently advanced: (a) Aceton- 
uria—with without (b) 
(c) Increasing hydramnios. 

Conduct vaginal delivery. (a) sedation. (b) 
Remain with patient. (c) Conduction local 
thesia. 

10. Conduct section. (a) preopera- 
tive sedation. (b) elective cases—discontinue long- 
acting insulin hours preoperatively; carry with 
insulin reaction. (c) 1000 c.c. 10% glucose 
patient receive 500 c.c. before operation order 
avoid fetal hypoglycemia. (d) Spinal epidural 
(e) delivery, every effort made 
drain amniotic fluid from fetal lungs. The baby held 
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head down, and its chest pressed gently against the 
chest, thus facilitating drainage. 
Gastric aspiration routine. 
The baby well stimulated for the first half hour. 
Care the care essential. 
Isolette incubation with high humidity. 


soon possible. 


First hours, constant nursing attention—suction, 
gastric aspiration, frequent moving and stimulation. 


Position—flat head up, depending the amount 
respiratory embarrassment. 


Prophylactic antibiotic therapy. 


Feeding: controversial point—most authorities 
favour starvation because risk aspiration. 
favour early feeding with glucose, rectum neces- 
sary, believing that increases diuresis, and guards 
against possible masked 
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grossesses viables chez femmes diabétiques 
Western Toronto, 1951 1957. dépit d’une mort 
intra-utérine, quatre avortements spontanés deux 
mortalité maternelle. terme “prédiabétique” 
estimer dans son cas 
puisqu’elle est cause dans grande majorité des morts 
intra-utérines. importe donc juguler d’emblée toute 
infection cours grossesse. doit aussi employer 
les diurétiques acidifiants avec discrétion. fragilité 
diabétiques présente pas les mémes dangers que chez 
les non-diabétiques; demande cependant étre surveillé. 
doit pas interrompre avant 35e 
semaine uniquement cause mouvement. 
mortalité intra-utérine rapidement aprés 
36e semaine alors que mortalité associée prématurité 
diminue passé cette date. diabétique 
supporte trés mal les traumatismes naissance; importe 
lui épargner plus possible. dépit son 
poids n’en est pas moins prématuré, sur- 
tout est par césarienne maladie des membranes 
hyalines. Cette anomalie manifeste environ minutes 
aprés naissance par une dyspnée progressive qui disparait 
environ heures plus tard moins que mort 
survienne dans L’auteur recommande 
conduite grossesse sur classification Priscilla 
White. Bien que régle générale qu’il adoptée soit 
terminer grossesse milieu 36e semaine, les 
patientes sont habituellement hospitalisées 32e 
ardées observation terme. détermination 
maturité présente des problémes qui sont quelquefois 
fort difficiles résoudre, conserver une 
note précise des menstruations inscrivant exactement 
les dates calendrier. Les autres moyens déterminer 
durée gestation sont pas d’une grand utilité. 
Aprés avoir exposé pour contre, explique 
pourquoi dans quelles circonstances préfére 


césarienne délivrance par voie naturelle. 


| 
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THE FUNCTION THE PHYSICIAN 
INDUSTRY* 


LIKE approach this topic asking four 
questions which feel may interest. 

there need for industrial health services? 

What the role the physician industry 
and his relationship industria] medicine other 
health services the community and country? 

What special qualifications are helpful the 
physician industry? 

What remuneration can the industrial physi- 
cian expect for his services? 


there need for industrial health services? 


myself the answer obvious. doctor 
who has spent the last ten years full-time in- 
dustrial physician, view that occupational 
health services have never had greater opportuni- 
ties contributing the needs man than 
our present increasingly complex industrial society. 

Let support this statement with two recent 
quotations. The first comes from the recent round 
table conference “Man and Industry”, these 
words: 


“In era great scientific, industrial and economic 
advance such Canada experiencing today, 
becomes increasingly apparent that the fullest develop- 
ment our physical resources more and more de- 
pendent upon corresponding development our 
human resources. 

“Man still the key all progress and are 
maintain our present rapid economic progress, 
must much concerned with the study the 
strains and stresses man are with the 
physical technology and all the material aspects our 
society.” 


The second excerpt from H.R.H. The Duke 
Edinburgh’s talk the time the royal visit 
last year. With the insight have come expect 
him, His Highness said: 


“But you reflect for moment, industry only 

means end and not end itself. the 
people that come first. Their life and out working 
hours the only really important thing, particularly 
any country that professes democratic.” 


belief that industrial management 
this country becoming increasingly aware 
their responsibility for the health and safety 
their employees. Yet, spite this growing recog- 
nition, look the limited distribution our 
industrial medical services this country would 
indicate that industrial management, for one reason 
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another, has not yet been able provide 
the degree health services that are necessary 
and required aid conserving our human 
resources. fact, spite the apparent 
increased interest industrial health services, that 
today Canada there comparatively small 
number physicians occupied all phases 
occupational health. And look more closely 
the role that these physicians play our 
industries, find that within the scope their 
individual health services many them lack the 
opportunities undertaking preventive health 
work exploiting those opportunities achiev- 
ing for their industries the best utilization the 
workers’ capacity through better health. Perhaps 
medical profession have been somewhat 
backward bringing industrial 
attention the real value health services in- 
dustry. Perhaps will not able until 
the membership the Canadian Medical Associa- 
tion are convinced that there need for occupa- 
tional health services part the plans for 
health care the people our country, and until 
they are fully aware that the objectives industrial 
health services not conflict with their interests 
individual practising physicians and surgeons. 


What the role the physician industry 
and his relationship other health services 
the community and country? 


believe that there should clear understand- 
ing the objectives health services. 
belief that the primary objectives health 
services industry should directed towards 
the maintenance, conservation and improvement 
employee health, that each individual may con- 
tinue productive, self-respecting, happy worker 
for maximum period time. meeting such 
objective, industrial medicine tending more and 
more provide for continuing care health 
which moving gradually towards replacing the 
episodic care illness which still the general 
rule our communities—that is, where the doctor 
not called until the person ill. result, our 
contact with the employee tends shift away from 
the patient his back the individual his 
feet, from the patient the hospital bed the 
man the job. Our opportunities lie 
chiefly the areas maintaining and improving 


the level physical and mental health people 


employed industry. many us, these op- 
portunities appear almost unlimited. However, 
pursuing these objectives, must not overlook 
the fact that industrial health services are intended 
supplement existing medical services. They 
not and should not replace compete with such 
services, with those which might reasonably 
expected develop any community. the 
development any industrial health services, this 
basic rule important, that the employee continue 
assume responsibility for his own health 
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care. Nothing the concept industrial health 
services should interfere with this. 
dividual, this end, should bear his own re- 
sponsibility and should establish and maintain the 
normal relationship with his family physician. The 
family doctor, with the aid specialists when re- 
quired, the man manage non-occupational 
illnesses injuries. Within industria] health ser- 
vices, the minimum curative treatment 
services should carried out. And this minimum 
should provide relief symptoms, make 
the employee more comfortable and allow him 
carry until can seek medical aid through the 
family doctor. single visit the health service 
for early diagnosis and palliative treatment con- 
tributes the welfare the employee and the 
efficiency the business. does not, 
opinion, interfere with our system private 
medical care. Unfortunately, some employees, 
through lack knowledge acceptance our 
true function, continue look health 
services for the treatment aspects medical care 
which not properly belong there. 

The logical emphasis then occupational medi- 
cine health maintenance through preventive, 
anticipatory, constructive and educational services. 
those industrial medicine the need 
for this type service readily apparent. 
also clear that the health services offered 
industry the preventive health field represent 
type that not readily available people the 
average community Canada. For example, 
offer health examinations establish early diag- 
nosis, guidance rehabilitation, supervision 
sickness absence, return-to-work examinations, the 
medical supervision the working environment, 
and health education these are 
merely few the which all work 
every day. 

those industrial medicine can agree 
the objectives industrial health services and 
then limit ourselves those areas which properly 
come within the functions industrial medicine, 
personal view that this would much 
improve understanding within the medical pro- 
fession and assist our relationship aspects 
our work. see it, our health services 
industry carrying out health programs encourage 
and stimulate many employees seek medical 
dental treatment the result findings disclosed 
during the pre-placement examination, periodic 
health assessments, and routine visits our medical 
department for diagnosis palliative treatment. 
Far from interfering with the practising physician, 
industrial health services are, fact, contributing 
the establishment and maintenance the proper 
doctor-patient relationship treatment. return, 
think that industrial physicians are often 
fortunate position help the practising physician 
the management some his patients. 
would like mention only one area very briefly 
this time—namely, rehabilitation. believe that 


most doctors support the view that early and safe 
return work following illness injury con- 
tributes materially the patient’s own welfare, 
speeds full recovery, ends with better health 
patterns being established for patients, and 
the process contributes the efficiency and pro- 
ductivity any particular industry. belief 
that the close liaison between the industrial physi- 
cian and the attending physician can lead much 
benefit all concerned. Through our closer knowl- 
edge the actual working conditions and the 
stresses and strains any particular job and 
through our ability carry out follow-up examina- 


required for any particular patient, feel 


that are unique position aid the re- 
habilitation process. For the past ten years 
the Bell Telephone Company Canada have 
attempted establish this close liaison between the 
industrial physician and the practitioner treating 
employee absent because sickness accident, 
and the results have been most gratifying. you 
know, the opinion the attending physician the 
major factor deciding the period convalescence 
required any particular case. Examination 
medical certificates forwarded our company 
medical practitioners not infrequently discloses 
periods convalescence which appear rather 
unrealistic for that particular illness injury. 
discussion between the industrial physician and 
the attending physician often indicates areas 
misunderstanding lack knowledge about work 
conditions rehabilitation opportunities, and 
on, which have contributed his making his first 
recommendation. would appear that the 
medical profession has obligation review 
most carefully the periods rest and convalescence 
advocated for industrial workers absent from their 
job the result illness and injury. 

recent conference the Industrial Medical 
Association, April 1958, was pointed out that 
the average time for return Air Force duty 
approximately one-third that civilians the 
same age group after the same type surgical 
procedure. these days when our national leaders 
are urging greater productivity order that our 
standard living may maintained enhanced, 
must kept mind that sickness absence 
the job one the major contributing factors 
inefficiency and lack productivity any parti- 
cular industry. The needs our patients must 
always come first, but does appear that 
the early and safe return work patients 
realistic and desirable objective. have 
realize that there are number factors which 
influence the duration absence due any sick- 
ness accident, including the physiological, the 
psychological, the socio-economic factor and the 
opinion. And these, indicated 
previously, the opinion the attending physician 
the factor determining the period 
duration convalescence, 
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What has happened our company can best 
shown illustrations. The severity rate the 
actual number days that person off the 
job. The first illustration (Fig. presents the 
experience employees, male and female, who are 
paid sickness benefits for major illnesses and acci- 
dents lasting days more. The average severity 
rate ran around days per employee 1947, 
and there has been most encouraging downward 
trend since that time. When one realizes that 
are dealing with some 6000 sickness cases here 
1957, this earlier return difference 
between and days—is days working 
weeks for most people these days. The next graph 
(Fig. shows the same picture for men and 
women and shows perhaps the remarkable gain that 
has been accomplished this one single area 
rehabilitation. would not want anyone feel 
that this has resulted solely from industrial health 
services. That this has been accomplished 
tribute the understanding created the em- 
ployees that they seek early and effective medi- 
cal treatment soon they are off sick and 
realize that their interest and welfare 
return the job soon possible. tribute 
also our management, who encourage early re- 
habilitation and part-time limited work assign- 
ments for those employees who require these 
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restrictions aid their rehabilitation process. 
Perhaps most important—it points out, 
least, that co-operation between the attending 
physician and the industrial physician has indeed 
been effective and resulted demonstrable and 
striking result. 


This improvement lost time can shown 
another way. The disability rate, shown Fig. 
measures the days lost expressed percentage 
employee calendar days, and again one can see 
the result far this same group concerned. 
The figure for men 1957 was 0.98% compared 
with 1.77% ten years previously, while that for 
women was 1.55% compared with 3.31% 1947. 


hope that this may provide example our 
role and our relationship with the medical prac- 
titioner the community. 

Through co-operation with existing health services 
—the practising physician, and other community 
health and welfare services industrial medicine 
can, believe, assist bringing the greatest benefit 
that medical science has offer growing and 
significant portion our population. 


What special qualifications are helpful the 
physician industry? 


indicated previously, the industrial physician 
today operating the field preventive 
medicine applied the working population. 
qualifications, myself look for physicians who 
have shown interest the preventive aspects 
medicine. There appear real advantages 
having some training the field public health, 
where the problems people group con- 
trast the problems the individual have been 
given some emphasis. doctor primarily interested 
treatment unlikely get the satisfaction out 
this type job that may want. Our role 
really advisory advisory management and 
workers alike—and while our duties are varied, our 
success depends large extent upon establish- 
ment trust and respect both 
management and worker. contrast what many 
people think, this demanding job. has been 
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our experience that requires much better than 
average physician successful this field 
medicine. This not the place for the physician 
who has been unable compete with others 
his chosen field, for the doctor who looking 
for something easy do. addition good 
medical training and evidence sound clinical 
judgment which are required diagnostic 
evaluation, the industrial physician must possess 
some skill and interest administration and must 
prepared study and investigate all health 
factors that may resulting departure from 
health his particular industry and thus strive 


attain the highest standard physical, mental, 


and social well-being the industrial community 
for whose health responsible. Dealing with 
increasing number employees with emotional 
problems, related living complex and de- 
manding environment, demands that the industrial 
physician have keen interest the psychological 
and emotional factors illness. Some evidence 
interest some these fields helpful 
starting point. greater and greater degree, in- 
dustrial physicians are recognizing the value 
postgraduate training public health occupa- 
tional medicine, and expect that the future 
these may considered essential for the full-time 
industrial physicians. may say that much this 
training can acquired the actual setting 
the health services, provided that the 
individual accepts that this learning process 
and applies himself that direction. 


What remuneration can the industrial physi- 
cian expect for his 


suppose that topic has resulted more 
discussion from time time among salaried physi- 
cians than this subjéct remuneration. Most 
from time time are probably prone make 
critical comparisons our own position with that 
some practitioners our own community, with- 
out the same time giving full consideration 
not all, the differences that exist be- 
tween these two situations. sometimes tend 
forget that the degree risk which physician, 
his own practice, exposed quite dif- 
ferent from that salaried physician supported 
fringe benefits one type another such 
sickness benefits, pension plans, 
regular hours work, relative security and on. 
also forget that physicians rule make 
individual decisions what field medicine 
surgery they are going follow. would hope 
that most industrial physicians will find their 
jobs the basic satisfactions for living. doubt very 
much that money itself will the reason for 
attracting physicians into the field occupational 
medicine. Ours responsible job and status 
any particular company should commensurate 
with the degree responsibility have accepted 
for carrying out our role. not feel that 
possible establish salary schedules for industrial 
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physicians which would applicable all in- 
dustries this country. mentioned earlier the 
wide variations that exist the scope health 
services from one firm another. major 
degree the responsibility for assessing the status 
the industrial physician rests with the organiza- 
tion which employs him. Perhaps the starting point 
should the development guide covering the 
actual functions, responsibilities and relationships 
included all the activities the industrial physi- 
cian his job. only through this means that 
can compare the actual responsibilities one 
job, whether medical not, with another 
job within the company, and also can compare 
these responsibilities between companies our 
that appropriate salary schedules can established 
which are keeping with the scope the work 
undertaken and with the degree responsibility 
assumed the industrial physician. 


SUMMARY 


the author’s belief that industrial health services 
must concern themselves primarily with the preventive 
aspects medicine. 

The health problems our working population offer 
challenge great magnitude management and 
the medical profession. 

Health care through industrial health services, de- 
signed supplement existing community health ser- 
vices, offers one the more promising approaches 
the task fostering better health, more efficient work 
and more enjoyable living amongst industrial workers. 

Industrial medicine and health supervision the 
job must carry the future increasing responsibility 
for the health Canada’s employed workers and thus 
for the health our country. 


RESUME 


L’auteur affirme que les services industriels santé 
devraient avant tout médecine préventive. Les 
problémes sanitaires que présente notre population ouvriére 
offrent défi grande envergure direction des 
entreprises profession médicale. Les soins médicaux 
administrés par des services industriels santé 
représentent une des maniéres les 
d’assurer une meilleure santé, travail plus efficace une 
vie plus agréable aux travailleurs industriels. médecine 
santé des travailleurs Canada ainsi population 
pays général. 


ANGIOCARDIOGRAPHY: AID 
EARLY DIAGNOSIS 
BRONCHOGENIC CARCINOMA 


Angiocardiography valuable adjunct the early 
diagnosis bronchogenic carcinoma. This technique 
particular value peripheral lesions where other findings 
may inconclusive. Confirmation the diagnosis 
clinical, laboratory studies should 
neglected. The important fact that angiocardiography 
may and can the first technique establish early 


additional information for more complete evaluation 

236: 147, 1958. 
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CLINICAL TRIAL} 


F.R.C.P.[C.], 
ALAN MacLEOD, M.D. and 
GARTH EMBREE, 

Halifax, N.S. 


THE LITERATURE contains many references the use 
ristocetin and (4:1). This antibiotic de- 
rived from Nocardia lurida and exerts bactericidal 
effect against range Gram-positive cocci, Gram- 
negative diplococci, and Myco. tuberculosis. Risto- 
cetin poorly absorbed from the intestinal tract 
and consequently administered the intra- 
venous appears have been used with 
success the treatment pneumonia, endocarditis 
and states caused 
pneumococci and enterococci, more especially after 
these organisms have developed resistance other 
antibiotics. Romansky and Holmes em- 
ployed ristocetin (Spontin) for the successful treat- 
ment enterococcal, staphylococcal and alpha- 
Romansky, Limson and 
Clinical studies with ristocetin the treatment 
cases staphylococcal pneumonia acquired 
hospital have been reported Schumacher al. 
The present report describes our own 
experiences with ristocetin four selected patients. 
Three our patients were critically ill; two 
them were moribund and suffering from massive 
bacterial All four had previously failed 
respond standard antibiotics. Thus the cases 
selected presented critical test for the evaluation 


1.—(Patient Dr. Colwell.) J.L.D., man 
aged 35, employed furniture mover, was admitted 
June hospital complaining pain, swelling, 
redness and hotness the left knee. This had 
developed June 18, after blow his knee caused 
piece furniture. Following this injury, the pain 
gradually increased and the knee became painful 
pressure that sought entry hospital. also 
reported the presence fever and loss appetite 
few days before admission. Apart from the above 
had been healthy all his life. 


Physical State Admission 


Presenting signs and symptoms were: temperature 
104.4° F., pulse 100, slight rest, without 
cyanosis; skin warm touch. The left wrist was 
swollen, reddened and tender pressure. Minimum 
movement caused severe pain. The left knee was 
grossly swollen and tender, and effusion was present. 
other abnormal physical findings were elicited. 
Laboratory examination June revealed the 
following results: value 13.6 W.B.C. 


*An antibiotic designated Spontin®, developed Abbott 

the Departments Bacteriology and Medicine, 
Dalhousie University, and the Victoria General and Camp 
Hill Hospitals, Halifax. 
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14,500; packed cell volume 45%; differential count: 
band forms 2%, lymphocytes 15%, and polymorpho- 
nuclear leukocytes 83%. microscopic assessment 
the red cells were normal. Serum uric acid was 2.44 
mg. 3.30 mg. non-protein nitrogen (NPN) 
mg. fasting blood sugar 139 mg. The electro- 
phoretic pattern serum proteins was: total protein 
(chemical method) 6.0 g.; albumin 2.37 g.; globulin 
alpha 0.91 g.; alpha 1.11 g.; beta 0.70 and 
gamma 0.91 Urine and blood serology were both 
normal. Serum sodium 134 CO, combining 
power 20.7 X-ray examinations the left 
knee and chest revealed abnormalities. Bac- 
teriological blood cultures June and July both 
yielded heavy growth Staphylococcus aureus, 
coagulase positive and sensitive the disc method 
penicillin, streptomycin, tetracycline, erythromycin, 
chloramphenicol, novobiocin, ristocetin and kanamycin. 

Likewise, bacteriological examination purulent 
aspirate from the knee yielded heavy growth 
Staph. aureus, sensitive the same antibiotics, well 
oleandomycin. 

Urine culture was negative. From stools three 
separate occasions, growth Staph. aureus was 
recovered, and the same disc sensitivity results were 
elicited the case the organism isolated 
blood culture. 

Sputum culture showed mixed growth Staph. 
aureus, Pseudomonas aeruginosa and Candida albicans, 
exhibiting varying degrees sensitivity and resistance 
different antibiotics. 

Treatment.—General supportive measures were em- 
ployed, such transfusion with whole blood, intra- 
venous glucose and saline plus vitamin supplements; 
mg. Solu-Cortef was also administered for seven 
days during ristocetin treatment. Antibiotic therapy 
was commenced June 28, and penicillin plus chlor- 
amphenicol with gamma globulin was employed. 
total 19% million units penicillin, chlor- 
amphenicol and ml. gamma globulin were 
administered over 72-hour period. Notwithstanding 
these, July urinary output decreased 200 ml. 
over 12-hour period, and the patient lost conscious- 
ness and failed respond painful stimuli. Temper- 
ature was 105° F.; pulse was 120 140, weak and 
thready character, and the respiratory rate ranged 
from 80. NPN was mg. W.B.C. was 
10,250 (80% polymorphonuclears). Blood 
again showed heavy growth Staph. aureus. 

Chest radiographs showed 
multiple areas patchy pneumonic consolidation. 
Swelling the knee had increased, and repeated 
aspiration fluid showed persistent heavy growth 
Staph. aureus. 


Ristocetin treatment was begun July 
12.00 noon. The patient’s weight was approximately 
diluted 500 ml. glucose water intra- 
venously over 45-minute period every six hours. 
Thus received total over hours for 
the first day. This dosage was repeated during the 
next hours, making total over three 
days. Response treatment may described 
dramatic. After reception the patient re- 
covered consciousness. The temperature fell 
99° and respirations per minute. After 


q 
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two further grams, began talk rationally and 
next demanded food. The urinary output increased 
normal range. All these changes occurred within 
hours and recovery was rapid. Staph. aureus 
disappeared from subsequent culture blood and 
stools within nine days. Examination sputum 
showed presence Staph. aureus, and x-ray 
examination the chest continued show pul- 
monary lesions. Ristocetin therapy was continued 
and received total daily for the next 
three days and per day for five days. the 
end this period, serosanguineous aspirate from 
the knee failed grow Staph. aureus culture. 
Repeated x-ray examination the chest showed 
marked improvement the degree pulmonary 
infiltration observed earlier his illness. 


2.—(Patient Dr. Aikens, Camp Hill 
Hospital.) C.McM., aged years. 
effect ristocetin difficult evaluate this case, 
owing the need for simultaneous procedures such 
repeated surgical drainage. The results nevertheless 
demonstrate two points: (1) the value ristocetin 
antimicrobial for the prevention overwhelming 
during highly septic state; (2) the fact 
that total 111 the antibiotic was ad- 
ministered intravenously over period days with- 
out toxic effects. 

The patient, who weighed 130 was transferred 
Camp Hill Hospital December 20, 1957, from 
another institution. Here had been under treatment 
for diabetes complicated staphylococcal septicaemia 
with multiple staphylococcal abscesses and arthritis 
the right shoulder. The patient had severe brittle 
diabetes, and the control the diabetes with super- 
imposed infection presented tough combination 
manage. The accompanying letter from the referring 
physician stated that “Every antibiotic possible was 
used without bringing the temperature normal.” 
this stage, laboratory investigations revealed the follow- 
ing: The hemoglobin level- which was maintained 
repeated blood transfusions varied between 11.6 
and 12.7 White cell counts ranged from 9800 
23,000. Sedimentation rate varied from mm. per 
hour mm. one hour (W. method). Urin- 
alysis showed trace albumin and small amount 
sugar. Bacteriological examination aspirated pus 
showed Proteus vulgaris and Staph. aureus, well 
Pseudomonas aeruginosa and streptococci. 

X-ray examination hips, knees, femurs, chest, 
cervical and dorsal spines and shoulder joints failed 
reveal evidence osseous disease. 

December 28, ristocetin was com- 
menced and other antibiotics were discontinued; over 
the next days received altogether 111 
ristocetin. Dosage was calculated the basis 
mg. per kg. body weight. was made 500 ml. 
dextrose solution and administered intravenously 
over period minutes recommended. The daily 
dosage ranged from per day, depending 
the patient’s temperature and general physical 
condition. 

Surgery.—Incision and drainage were performed 
Dr. Noble, Chief Surgery, Camp Hill Hospital, 
six occasions. December 27, the right shoulder 
abscess was opened and ml. pus 
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December 29, abscess the left thigh was incised. 
December 31, the abscess the right shoulder 
region was re-explored and drained, and the same 
date abscess was located the left thigh and this 
was likewise drained. From both these, copious 
pus was liberated. February 17, 1958, the postero- 
medial aspect the right thigh was drained and 
500 ml. foul-smelling purulent material was ob- 
tained. March 11, 1958, fluctuant area the 
right costo-vertebral angle was located and 2200 ml. 
purulent thin and yellow material was released. 
Digital exploration the abscess cavity revealed 
tract extending upwards retroperitoneally behind 
the lower ribs and thence downward behind the psoas 
muscles the iliac crest and fossa. 

Earlier his illness, elsewhere, positive blood 
culture for Staph. aureus was reported. During the 
present period, bacteriological examination pus 
showed that the predominant organism was 
Staph. aureus. There was also variation the 
sensitivity these organisms different antibiotics 
when tested the disc sensitivity method. Con- 
flicting results were also recorded repeated 


from the same abscess. Thus, not 


improbable that infection may have been caused 
multiple strains organisms acquired during his 
prolonged period hospitalization. 

summary, may concluded that although 
several antibiotics other than ristocetin were used 
different times this man, the turning point 
his illness occurred March 11, 1958, after 
surgical drainage had been performed and 2.2 
litres pus evacuated from the psoas region. 

should pointed out, however, that ristocetin 
was the only antibiotic administered during the 
critical phase the illness, when massive accumu- 
lations pus were present and immi- 
nent. 


3.—(Patient Stevenson.) G.G., aged 
47, was admitted the Department Neurosurgery 
April 1958, suffering from crush injury affect- 
ing the fifth, sixth and seventh cervical and 
resulting from car accident. has remained quad- 
riplegic since admission and the ultimate prognosis 
poor. 

April developed fever but septic focus 
was detected April 14, after which date culture 
his urine showed heavy growth Proteus rettgeri, 
Pseudomonas aeruginosa and aerogenes, 
together with yeasts. May 28, stools showed 
heavy growth Staph. aureus, sensitive novobiocin 
and neomycin, but resistant streptomycin, tetra- 
cycline, penicillin, erythromycin and chloramphenicol. 
June 25, urine showed heavy growth Paracolo- 
June 24, bacteriological 
examination stools showed the presence Salmon- 
ella, Group Staph. aureus, and Candida albicans. 
July the same results were obtained and Salmon- 
ella, Group persisted. The patient 
from diarrhoea for many weeks, and had been placed 
gluten-free diet. 

Treatment.—Up July the following- had been 
used: chloramphenicol, novobiocin and Furoxone 
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July 14, the patient became weak, drowsy and 
confused and eventually collapsed; respiration rate was 
40; B.P. 90/75 mm. Hg; temp. 97° F., 
W.B.C. 22,500. was transfused with 1500 
ml. whole blood. The pupils were dilated and 
reacted sluggishly light; the heart sounds became 
rapid and faint. His veins were collapsed and, even 
after cut down, was possible aspirate only ml. 
blood for cross-matching requirements. Sufficient 
blood could not withdrawn for blood culture. 

The patient was seen medical and surgical con- 
sultants. Because his quadriplegia, was difficult 
differentiate between collapse due 
shock and possible acute abdominal emergency. 
However, view the patient’s emaciated condition 
and moribund state, surgical intervention was deemed 
inadvisable. 


Ristocetin was commenced July 14, and 
little 0.5 per day) was given 
intravenously. The next day the attending staff were 
agreeably surprised observe some signs re- 
sponse, accompanied gradual return con- 
sciousness. Ristocetin was continued for five more 
days, being given each day. July 21, 
progress was maintained, and this could not have 
been attributed the effects blood transfusion 
and Solu-Cortef (75 mg. administered 
five days previously. There little doubt that the 
patient had experienced acute shock 
and that ristocetin was the major factor, not the 
sole factor, promoting recovery. 

The patient’s long-term outlook still remains un- 
satisfactory, but the case nevertheless demonstrates 
the control acute bacterial shock 
during periods critica] illness. 


4.—(Patient Dr. Roy.) G.R., aged 26. 
This patient weighed 180 Ib. 1957, aortic valvul- 
otomy was performed Boston. Four months after 
operation experienced febrile episodes his 
physical condition did not appear capable withstand- 
ing prolonged course antibiotic therapy. April 
1958, his condition deteriorated and developed 
tachycardia with gallop rhythm. Fever recurred and 
was associated with regurgitant murmur and the 
appearance Osler’s nodes. Blood culture yielded 
growth Staph. aureus. received penicillin for 
three days, after which was stopped and ristocetin 
substituted. received 3.5 ristocetin for four days, 
for two days and for five days. Thus 
received total over days. After administra- 
tion this amount, erythematous eruption developed 
the dorsal aspect the elbows well papular 
acneiform erythematous eruption the body. The 
face and legs were unaffected. Glossitis with inflamma- 
tion the buccal mucous membrane was also noticed. 
Pruritus was absent and the rash disappeared 


sure. After cessation the antibiotic the skin eruption 


faded one week. the commencement treatment 
April 25, the W.B.C. was 7350 and the end 
treatment had fallen 4100 per c.mm. Considerable 
improvement followed the heart raté, and gallop 
rhythm disappeared. has remained afebrile and 
Osler’s nodes have disappeared. June, developed 
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congestive heart failure; after appropriate treatment 
now feeling better than had previously felt for 
many months. 


Complications after ristocetin therapy have been 
described several workers, e.g., neutropenia, 
leukopenia, and local phlebitis the site intra- 
venous entry. (See Romansky, Limson and Hawkins 
Newton (1958)* and Gangarosa 
The latter has recorded that toxic reactions are 
prone arise when the dosage exceeds mg./kg. 
body weight. four cases described, the dosage 
did not exceed mg./kg. three cases toxic 
reactions were encountered and appeared 
that lower dosages were adequate control mas- 
sive infection and were well tolerated. Case 
our series did not present diagnostic therapeutic 
problems. Transient rash and temporary leukopenia 
are recorded possible reactions during treatment. 


CONCLUSIONS 


Ristocetin has been successfully employed for 
the treatment three selected cases staphy- 
lococcal infection and fourth case mixed infec- 
tion. Three these patients were suffering from 
overwhelming septicemia and were moribund 
the time commencing therapy. One was dia- 
betic. used has been approximately 
mg. per kg. body weight, and this level has been 
effective both for therapy and freedom from serious 
toxic effects. The possible risks associated with 
its use are outweighed its value life-saving 
remedy. 


wish thank Prof. Dickson and Dr. Kirk 
for permission publish the case recorded, and Mr. 
Simpson, M.Sc., and Mr. Gavin, B.Sc., for their 
valuable assistance with bacteriological studies. 
supply Spontin was provided through the courtesy Dr. 
Peter Nash, Medical Director Abbott Laboratories. 
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RESUME 

connue dans commerce sous nom 
Spontine (marque déposée), est nouvel antibiotique 
provenant Nocardia lurida. L’auteur fait dans 
quatre cas désespérés massive généralisée 
causée surtout par staphylocoque doré autres patho- 
également réfractaires thérapeutique antibiotique 
communément employée. Les résultats furent éminemment 
satisfaisants dans tous les cas. Les doses employées furent 
aucun effet toxique, n’est une éruption 
cutanée transitoire dans cas seulement. 
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CULTIVATION LEISHMANIA 
DONOVANI HUMAN AMNION 
EPITHELIAL CELL TISSUE 
CULTURES: 

PRELIMINARY REPORT* 


EDWARD BELLE, B.A., M.Sc., Ph.D., 
Toronto 


THE CAUSAL AGENT Leishmania 
donovani, occurs man, usually small, 
round ovoid body about diameter. This 
form known generally the Leishman body 
the body. invades the spleen, liver and bone 
marrow, although not confined these organs. 
There are two stages the life cycle this para- 
site: the aflagellate intracellular Leishman body 
stage mentioned above, and the flagellate extra- 
cellular leptomonad stage which occurs the 
digestive tract sandflies the genus Phlebo- 
tomus. The leptomonads are inoculated into man 
when infected sandfly attempts obtain 
blood meal. Macrophages engulf the organisms, 
which are not destroyed, but change into the 
Leishman body stage within the cytoplasm where 
rapid multiplication takes place. 

The leptomonads may cultivated artificial 
cultures such Tobie’s diphasic where 
they multiply longitudinal fission. Although this 
stage the parasite elongated, may become 
pear-shaped very old cultures, while still re- 
taining flagellum. 

Many research workers the past have 
protozoa the older types tissue culture 
methods. these techniques, small fragments 
chick embryo tissue were placed 
coverslips and embedded plasma clot. Suitable 
nutrients were added, and the coverslip was in- 
verted over hollow ground slide. When cell 
growth was established the coverslip, the prepa- 
ration was inoculated with the agent under investi- 
gation. few years ago, the “roller tube” technique 
was introduced, and this led the obtaining 
much more abundant growth cells from the 
fragments tissue. this technique, the fragments 
are fixed the wall bacteriological test tube. 
Nutrient fluid added, and the tube placed 
horizontally drum which rotates times 
per hour. 

Within recent years, even more satisfactory 
technique has been introduced which leads the 
development confluent growth cells one 
layer thick. These monolayer cultures are usually 
prepared treatment tissue with trypsin 
liberate the epithelium. The epithelial cells are then 
resuspended nutrient medium, dispensed into 
tubes, and incubated; within few days, growth 
occurs monolayer sheet epithelium. Growth 


*From the Department Microbiology, School Hygiene, 
University Toronto. 
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will occur thin strips coverslips placed the 
tubes the same time the cell suspension. These 
coverslip cultures can stained (Fig. 1). Degener- 
ative so-called cytopathogenic changes produced 
the epithelial sheets are observed readily with 
the aid the microscope. This technique has been 
used recently for the cultivation Toxoplasma 
and has far-reaching applications the 
study this and other protozoa. For example, pure 
cultures can obtained, and morphological details 
easily recognized. Further, the biochemical struc- 
ture and the physiological behaviour these para- 
sites can studied greater detail. Finally, 
seems likely that this method could used for 
the laboratory diagnosis some protozoal in- 
fections, the inoculation pathologic specimens 
such blood suspensions infected tissues. 


The tissue cultures used these experiments 
were human amnion epithelial cells. The 
were obtained from Mount Sinai Hospital, Toronto. 
The method preparation followed closely that des- 
cribed Doane, Rhodes and Ormsby.‘ Cultures were 
prepared adding ml. amnion epithelial cell 
suspension 7.3 into sterile Hysil standard 
test tube containing narrow coverslip. The tubes 
were kept stationary slanted position in- 
cubator 37° until growth the coverslip was 
well established, usually about one week. was 
necessary rotate the tubes occasionally, order 
increase the metabolic rate the cells. The 
nutrient medium consisted mixture’ Hanks’ 
balanced salt solution, 0.5% lactalbumin hydrolysate, 
and horse serum. Before the inoculation the 


Fig. 1.—Normal human amnion monolayer epithelial cells 
grown coverslip. 240. 
qj 
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cultures, the nutrient medium was replaced 
more highly buffered maintenance medium consisting 
Earle’s balanced salt solution, 0.5% lactalbumin 
hydrolysate, and 0.1% yeast extract. 

Cultures donovani were maintained 
Tobie’s diphasic medium until ready inoculated 
into the tissue cultures. the preparation Tobie’s 
medium, the solid phase consisted 1.5 beef extract, 
2.5 peptone, NaCl and 7.5 agar, dissolved 
500 ml. distilled water. The was adjusted 7.3 
with NaOH, using phenol red the indicator. The 
mixture was then autoclaved pounds’ pressure 
for minutes. After had cooled 45° C., whole 
rabbit blood, inactivated 56° for minutes, 
was added the proportion ml. blood 
ml. base. Coagulation blood was prevented 
using 0.5% sterile sodium citrate. The mixture was 
dispensed amounts ml. into sterile test tubes, 
which were then kept slanted position 
until the mixture had solidified. The liquid phase 
consisted sterile Locke’s solution the following 
composition: NaCl, 0.2 KCl, 0.2 
KH,PO,, and 2.5 dextrose, dissolved 
1000 ml. distilled water. This was added amounts 
ml. each tube containing ml. the solid 
phase. 

initiate the present series experiments, cultures 
Tobie’s medium were inoculated with preparation 
leptomonad forms kindly furnished Dr. 
Yaeger, Tulane University, New Orleans. After two 
weeks incubation room temperature, micro- 
scopic count parasites was carried out follows. 
few drops the liquid phase Tobie’s medium 
containing parasites were suspended Earle’s balanced 
salt solution make final volume ml. The 
number drops contained this ml. suspension 
was estimated. After careful mixing the suspension, 
five slides were prepared each with one drop 
suspension. These slides were fixed absolute ethyl 
alcohol and stained with Giemsa. The parasites 
all the slides were counted and the average number 
parasites each drop was determined. was 
thus simple estimate the total number parasites 

Tissue cultures human amnion epithelial cells 
were inoculated with estimated 
forms the parasite, just described, and returned 
‘the incubator 37° Tissue cultures were 
examined daily and appropriate periods were 
fixed and stained already described. 


RESULTS 


coverslip preparations tissue cultures in- 
oculated with the leptomonad forms donovani, 
increase the total number parasites was 
noted after hours incubation 37° For 
example, hours after inoculation the tissue 
cultures with the parasite, the stained slides showed 
parasites were observed per high power 
field the microscope. This number was nearly 
doubled cultures incubated for hours. Three 
forms the parasite were found these 48-hour 
cultures; these were the elongated leptomonad, the 
pear-shaped leptomonad and the ovoid Leishman 
form. The pear-shaped and ovoid forms constituted 
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less than one-fifth the total number parasites 
observed any one tissue culture preparation. 
The ovoid form showed flagella, although these 
structures were present the elongated lepto- 
monad and the pear-shaped leptomonad forms. 


cell culture hours after inoculation with 
Camera lucida drawing. 


preparations made hours after inoculation, 
the parasites had continued increase number. 
The elongated, the pear-shaped and the ovoid 
forms were apparent, the ovoid form being more 
numerous than after hours. would appear, 
shown Fig. that some the pear-shaped 
and ovoid forms entered the cytoplasm the 
epithelial cells. Flagella were not observed 
either these intracellular forms. the field 
illustrated Fig. several elongated forms 
the parasite appear aflagellate. eosino- 
philic mass also shown, which was not observed 
the control uninfected cultures. This mass might 
formed the nuclei decomposed para- 
sites. 

control experiment, several leptomonad 
forms were placed test tubes containing 


cell culture hours after inoculation with 
Camera lucida drawing. 
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maintenance medium, described the previous 
section this paper, but tissue cells. Other 
tubes contained tissue cells, Earle’s maintenance 
medium and parasites. the cell-free medium, the 
parasites died and showed signs disintegration 
after hours. the tubes containing tissue cells, 
the parasites multiplied mentioned above. 

Another series experiments was carried out 
determine whether the multiplication the 
parasite was maintained serial transfer 
tissue cultures. Tissue culture tubes which the 
epithelial cells were grown the wall the tube 
rather than coverslips were inoculated with 
about 500 leptomonads. Ninety-six hours later, the 
parasites were recovered scraping the infected 
tissue cells from the wall the tube. This sus- 
pension was centrifuged, and microscopic count 
showed that the number parasites was more than 
doubled. About 500 these “second generation” 
parasites were inoculated into another series 
tubes. There was again increase the number 
parasites, although not much the first 
instance. Observations showed that there was con- 
tinued multiplication the parasite when five such 
serial transfers were made. 

conclusion, should stated that the life 
cycle the parasite epithelial cell cultures ap- 
parently takes the following course: The elongated 
leptomonads multiply longitudinal fission. Some 
them become pear-shaped and lose their flagella. 
pear-shaped forms undergo 
change the ovoid Leishman bodies. not 
known whether the Leishman bodies transform 
leptomonads tissue cultures. 


SUMMARY 


Leishmania donovani was grown human amnion 
epithelial cell tissue cultures. Multiplication the para- 
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site was observed hours after the cultures were 
inoculated. Three morphological forms the parasite 
were observed: elongated leptomonads, pear-shaped 
leptomonads, and leptomonads which had 
flagella and become ovoid Leishman bodies. Some 
the parasites appeared have entered the cytoplasm 
the tissue cells. The parasites did not survive 
tissue culture medium free cells. The parasites con- 
cultures. 


The author wishes express his thanks Dr. 
Rhodes, Director, School Hygiene, University Toronto, 
who provided facilities for this work, and also Dr. 
Yaeger Tulane University, New Orleans, Louisiana, for 
submitting the cultures donovani Tobie’s medium. 
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RESUME 


passent par deux stages cours leur développement. 
aflagellés connus sous nom corps Donovan; 
protozaire milieu culture présent 
révélée assez peu productive. L’introduction d’une nouvelle 
technique changé cet état chose. peut maintenant 
obtenir milieu cellulaire culture grace 
aprés incubation. Cette mince couche 
tissu artificiel n’a que d’une cellule. partant 
cellules d’amnion cet article réussi inoculer 
des leishmanies conservées milieu N.N.N. qui ont com- 
mencé multiplier heures plus tard ont continué 
croitre culture tissus méme aprés cing repiquages. 
Cette méthode permis morphologique 
parasite dans ses trois aspects, allongé, ovoide forme 
poire. 


STUDIES ADRENAL CORTICAL 
FUNCTION THREE CASES 
CARCINOMA* 


CHARLES LOCKWOOD, M.D.,t 
London, Ont. 


the adrenal cortex may asso- 
ciated with normal, hyperplastic primarily malig- 
nant adrenal cortices. The clinical manifestations 
adrenal cortical hyperfunction depend the type 
hormone combinations hormones that are 
produced excess, and therefore the clinical pic- 


*From the Medical Services Westminster Hospital, London, 
Ontario, and Victoria Hospital, London, Ontario. 
tOne-time Resident Medicine, Westminster Hospital. 


ture often quite variable. The cause the hyper- 
function the benign adrenal cortex unknown. 
The author recent reviewed cases 
Cushing’s syndrome associated with carcinoma 
other organs. the present paper cases 
adrenal cortical hyperfunction associated with 
carcinoma breast and carcinoma lung and 
one case primary adrenal cortical carcinoma are 
reported detail. 


53-year-old woman was admitted 
Victoria Hospital, London, Ont., April 26, 1954, 
with the following complaints nine months’ duration: 
(1) swelling the ankles and face, (2) 
urination with nocturia, (3) weight gain 
(4) generalized muscle weakness. 
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There was diabetes, tuberculosis cardiovascular 
disease the family. She had borne four normal 
children without difficulty. Menstruation 
years previously. 

She was obese with marked puffiness the face 
and neck. Facial plethora was prominent. There was 
diffuse growth hair the face. There was 
increased amount subcutaneous fat about the 
shoulders and hips, while the legs and arms were 
normal size. upper fat pad was present 
beneath the skin the back. were present 
the abdominal wall skin. Heart rate was and 
regular. The blood pressure was 170/100 mm. Hg. 
There was cedema below the knees. diagnosis 
Cushing’s syndrome was made. 

The admission Hb. was 13.6 W.B.C. 9400 per 
c.mm., neutrophils 90%, lymphocytes 10%. eosino- 
phils were seen. Initial urine was acid, and faint 
trace albumin and faint trace sugar were 
present. oral glucose tolerance test showed fasting 
blood glucose mg. hr. 113 mg. hr. 
142 mg. hr. 212 mg. hr. 240 mg. Blood 
electrolyte levels were: sodium 138 potas- 
sium 2.2 phosphorus 2.5 mg. and calcium 
9.7 mg. Urinary 17-ketosteroid excretion was mg. 
hrs. Adrenal glucocorticoid tests were not avail- 
able 1954. 

The left ventricle the heart was radio- 
graphically but the lung fields were normal. Skull 
radiographs were within normal limits. Slight deminer- 
alization was evident the radiographs 
dorsal, cervical and lumbar spine. radiograph after 
pre-renal air insufflation was interpreted showing 
enlarged right adrenal gland. 

May 14, 1954, the right adrenal gland was 
surgically explored. hard, irregular mass was pal- 
pated above the right kidney which was judged 
about cm. diameter. When the examining 
finger was carried forward front the kidney 
another irregular mass was palpated the liver. The 
peritoneum was opened and multiple umbilicated 
secondary tumours were seen the right lobe the 
liver. biopsy was taken. The patient was regarded 
having primary carcinoma the right adrenal 
gland with secondaries the liver. 

Postoperatively the patient was given 4000 
cobalt radiation the right and left side the skull 
directed the pituitary fossa. the termination 
cobalt radiation the 17-ketosteroid urinary excretion 
was 8.7 mg. per 24-hr. urine. Radioactive iodine 
pick-up was 27%. her discharge from hospital 
June 1954, serum sodium was 142 mg. and serum 
potassium 4.5 Total eosinophil count was 
per c.mm. 

admission for reassessment two months later the 
patient stated that she felt much improved. Urinary 
frequency and nocturia had decreased. The face was 
less puffy. The blood pressure was 148/98 mm. Hg. 
There was swelling the ankles. The Hb. was 
12.6 Glucose tolerance test showed fasting 
level 112 mg. hr. 170 mg. hr. 240 mg. 
hr. 245 mg. hr. 245 mg. The serum sodium 
was 160 and serum potassium 4.3 
The 17-ketosteroid excretion was 18.7 mg. 24-hr. 
urine. Radioactive iodine pick-up was She was 
discharged without therapy. 

One year after pituitary irradiation the patient stated 
that she was continuing improve. She 


~ 


ADRENAL CARCINOMA 729 


Ib. weight. The face was less puffy. There was 
decreased subcutaneous fat about the thorax, shoulders 
and hips. The blood pressure was 140/74 mg. Hg. The 
abdomen was obese and numerous were still 


present the skin the abdominal wall. The Hb. 


was 12.8 Serum sodium was 143 serum 
potassium 4.03 and the blood urea mg. 
The radioactive iodine pick-up was 24%. 

Three months later muscle weakness, facial puffiness 
and facial hair began recur. Physical examination 
November 1955 revealed round, moon-type face 
and excessive facial hair. There was girdle obesity 
and dorsal fat pad. The blood pressure was 150/90 
mm. Hg. The patient had redeveloped the general ap- 
pearance Cushing’s syndrome. 

hospital admission November 1955, glyco- 
suria was present. Serum sodium was 147 
serum potassium 3.2 and chlorides 
ACTH stimulation test was performed. Forty 
distilled water were given intravenously over period 
eight hours for three consecutive days. 
the hours prior the ACTH stimulation, the 
17-ketosteroid level the urine was 26.4 mg. The 
urine was analyzed for 17-ketosteroids during three 
successive 24-hour periods, during the time which 
the patient received ACTH therapy and 24-hour 
period after the completion ACTH therapy. The 
urinary 17-ketosteroid levels were 24.4 mg., 55.8 mg., 
64.1 mg. and 57.6 mg. each case for 24-hour 
specimen urine. discharge she was placed 
1200 calorie diabetic diet. 

hospital admission was required January 1956. 
The chief complaint was general fatigue with 
muscle weakness; urinary frequency and nocturia had 
recurred. The blood pressure was 160/95 mm. Hg. 
There was marked cedema both lower extremities. 
Admission urine showed sugar; acetone 1+, 
albumin 1+. The urine was alkaline. The Hb. was 
16.8 W.B.C. 12,900 per c.mm. Fasting blood 
sugar was 305 mg. Blood electrolytes were: sodium 
128 potassium 2.5 chlorides 
Radiation therapy the pituitary fossa 
was repeated. total dose 5500 was given. 
discharge units NPH insulin was required 
control the diabetes. 

The patient’s final admission was March 
March 26, 1956. She complained increasing weak- 
ness and loss appetite the preceding two months. 
times she was irrational and did not recognize 
members the family. Physical examination revealed 
well-developed Cushing’s syndrome. The chest was 
clear. Heart sounds were distant. The pulse was 100 
and regular. The blood pressure was 90/72 mm. Hg. 
There was cedema the extremities. 


Laboratory examination this admission revealed 
the urine alkaline, specific gravity 1.008, sugar 
negative, acetone negative and albumin trace. The 
Hb. was 12.6 The fasting blood sugar was 
130 mg. Blood electrolytes were: sodium 151 
and CO, combining power vol. 

During the final hospital admission the patient re- 
quired intravenous therapy. The blood pressure after 
admission ranged from high 135/82 mm. 
low 100/70 mm. Hg. She was given increment 
potassium therapy. She was found excreting ap- 
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proximately 100 potassium the urine per 
litre. Initially 200 potassium per 24-hour 
period was given. This produced increase the 
potassium from 3.3 and 
decrease the CO, combining power from vol. 
vol. the final day life she was given 
440 potassium. The serum potassium remained 
3.3 The patient developed Cheyne-Stokes 
respirations and died apparent respiratory failure. 

The post-mortem diagnosis (Dr. 
Fisher) was: (1) Cushing’s syndrome; hyperplasia 
adrenal cortex; Crooke’s degeneration the baso- 
philic cells the pituitary gland; (3) infiltrating duct 
carcinoma the breast; (4) metastatic breast car- 
cinoma the left lung, pleura and liver; (5) acute 
interstitial pancreatitis; (6) old appendectomy; (7) 
liver. 

The adrenal glands together weighed The 
adrenal cortex was surrounded intact fibrous 
capsule. microscopic examination there was 
marked hyperplasia the adrenal cortex, but 
tumour was demonstrable. The cells the zona 
glomerulosa were compressed along the cortical surface 
while those the zona fasciculata 
showed marked proliferation well lipoid depletion. 
The adrenal medulla was congested and infiltrated with 
lymphocytes. The pituitary showed degeneration 
the basophilic cells regarded secondary adrenal 
cortical hyperplasia. 

The liver weighed 1970 and the capsular surface 
was distorted greyish-yellow, umbilicated tumour 
masses mainly the right lobe. Throughout the liver 
microscopic examination there were poorly circum- 
scribed, non-encapsulated tumour nodules arranged 
papillary acinar patterns. These projected into 
dilated cystic spaces containing red blood cells. The 
tumour cells were supported delicate connective 
tissue stalks. The lungs microscopically showed col- 
lections tumour cells identical with those described 
the liver. 


This case presented with the classical physical 
characteristics Cushing’s syndrome. Exploration 
the right adrenal gland showed that widespread 
carcinoma was present. The Cushing’s syndrome 
and metastatic carcinoma, subsequently proven 
primary breast, were probably equal 
duration. The carcinoma was wrongly regarded 
being primary adrenal carcinoma, and retro- 
spect the urinary 17-ketosteroid excretion was less 
than that usually found primary adrenal corti- 
cal carcinoma. 

Pituitary irradiation produced months’ im- 
provement with lessening the physical features 
the Cushing’s syndrome. There was also decrease 
thyroid activity following pituitary irradiation. 
The radiation therapy might have decreased the rate 
growth the unrecognized breast decreas- 
ing ovarian function. With the return the physi- 
cal features the Cushing’s syndrome there was 
increase adrenal and thyroid activity mea- 
sured 17-ketosteroid excretion and 
iodine pick-up. There was response second 
course pituitary irradiation. 

The main features Cushing’s syndrome are 
due excessive production hydrocortisone. The 
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mineralocorticoid, androgen and cestrogen manifes- 
tations are variable. this case there was evidence 
masculinization and the urinary 17-ketosteroid 
excretion was elevated. Mineralocorticoid (aldos- 
terone) effect was present intermittently through- 
out. Hypokalemia was reported several oc- 
casions and death respiratory failure 
keeping with the terminal severe potassium 
deficiency. 


2.—This man was years age death 
June 1957. was first seen Westminster 
Hospital, London, Ont., 1950. The chief complaint 
was epigastric pain occurring episodes during 
the previous years. diagnosis duodenal ulcer 
was established from the history radiological 
examination. Examination the heart revealed 
aortic systolic and diastolic murmur. Blood pressure 
was 165/100 mm. both arms. The heart was 
not enlarged radiologically and ECG 
normal limits. The cardiovascular diagnoses were: (1) 
rheumatic heart disease with aortic stenosis 
sufficiency; (2) hypertensive cardiovascular disease. 

required hospital admission 1953 for investi- 
gation and treatment occipital headache, which had 
gradually increased severity during the preceding 
two years. The blood pressure was 200/110 mm. Hg. 
Urine was acid; tests for albumin and sugar and micro- 
scopic examination the urine were negative. The 


Hb. was 14.4 W.B.C. 8850 per c.mm.; 


cyte sedimentation rate (E.S.R.) mm. one hour. 
excretion test 43.7% was 
excreted two hours. urine concentration test 
produced urine specific gravity 1.018. Blood 
urea was mg. Urea clearance was 80% normal 
and second test 57.5% normal. intravenous 
pyelogram was normal. specific treatment was 
advised. 

1955 the blood pressure was recorded 
186/130 mm. Hg. required second hospital ad- 
mission for treatment occipital headache. Urine was 
acid two examinations and alkaline one examin- 
ation. There was albuminuria. Hb. was 
W.B.C. 9000, E.S.R. mm. one hour. responded 
well hospital care and therapy, and was discharged 
without headache mg. Rauwiloid and mg. 
Veriloid daily. 

1956 the patient’s main complaint became fatigue. 
December 1956, the blood pressure was recorded 
the Heart Clinic 164/80 mm. Hg. ECG showed 
slight S-T segment sag suggesting myocardial 

The patient remained his usual state health 
until April 1957. routine visit the Heart Clinic 
May 1957, stated that the preceding month 
had noted marked weakness the legs, swelling 
the ankles, shortness breath slight exertion and 
general fatigue. also complained cough with 
slight pain the left chest coughing. had 
developed nocturia. had minor episodic epigastric 
distress relieved antacids. The blood pressure was 
210/104 mm. Hg. was admitted hospital for 
further investigation and therapy. 

admission appeared slightly puffy about the 
face and the supraclavicular fosse. There were 
numerous inspiratory and expiratory rhonchi through- 
out the chest with few moist basal rales. Heart rate 
was and regular. The blood pressure was 140/80 
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mm. Hg. There was loud, high-pitched, systolic 
murmur the aortic area which-was also heard the 
base and apex. There was soft, blowing, diastolic 
murmur along the left sternal border. The liver was 
palpable cm. below the costal margin the right 
midclavicular line. The spleen was not palpable. The 
arterial pulsations were felt all extremities. Deep 
reflexes were all hypoactive. There was cedema below 
both knees. 

chest radiographs the heart was globular shape 
and had enlarged slightly during the previous year. 
ECG showed further S-T segment depression and 
flattening the waves all leads. 

The urine admission was acid; trace albumin 
was present; sugar was absent and the urine con- 
centration was 1.006. Wassermann reaction was nega- 
tive. The Hb. was 14.35 W.B.C. 12,700 per 
c.mm., blood urea mg. Blood electrolytes ad- 
mission were: chlorides 81.5 sodium 141 
potassium 2.2 CO, combining power 
vol. calcium 8.5 mg. and phosphorus 4.02 
mg. The blood was 7.35. was given gram 
potassium chloride daily. Five days after admission 
the blood electrolytes were: chlorides 81.5 
sodium 137 potassium 3.1 and the 
CO, combining power vol. 

The abnormal blood electrolyte findings led study 
adrenal function. The 17-ketosteroid excretion was 
18.5 mg. 24-hour urine. The 24-hour urinary 
excretion free fraction 17, 21-dihydroxy-20-ketoster- 
oids (glucocorticoids) was 14.7 mg. The average daily 
excretion the free fraction estimated the method 
Silber and Porter? 0.37 0.18 mg. for hours. 
The 24-hour total excretion 17, 21-dihydroxy-20- 
ketosteroids was 92.8 mg. per hours (average 
6.6 3.3 mg. per hours). glucose tolerance test 
showed the following findings: fasting blood sugar 
118 mg. hour 169 mg. hour 210 mg. 
hours 221 mg. hours 236 mg. 

May 17, 1957, the patient was transferred 
the Clinical Investigation Unit, Westminster Hospital, 
for study sodium and potassium balance and protein 
metabolism. was given diet consisting 28.7 
sodium per hours, 45.9 mEq. potassium 
per hours, and 13.09 nitrogen per hours. 
During the 10-day study period the blood was 
estimated several times and remained within the range 
7.35 7.42. The results this investigation are 
graphically demonstrated. 

Fig. shows negative potassium balance diet 
consisting 45.9 mEq. potassium per hours. The 
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patient was then given increment oral potassium 
make total intake 146 mEq. potassium per 
hours. this treatment the potassium balance 
became positive. The serum potassium increased 
normal level 4.9 May 22, 1957. The 
oral increment potassium was reduced after the 
maintenance normal serum potassium level. Dur- 
ing this therapy the CO, combining power decreased 
vol. May 27, 1957, and remained within 
normal limits potassium therapy. 


Sodium balance studies (Fig. showed retention 
sodium while the patient was 28.7 mEq. 
sodium diet per hours. Because increased 
Thiomerin was given subcutaneously the 
eighth day the study and increased sodium excretion 
the urine. Two days later, studies again showed 
tendency retain sodium. The initia] serum sodium 
level was 141 There was fall level 
126 May 29, after Thiomerin therapy. 
This was partially corrected oral increment 
200 sodium, with increase the serum 
sodium level 124 June 1957. 

Studies protein metabolism (Fig. revealed 
general tendency negative protein balance. 

With replacement potassium therapy the blood 
chloride increased from admission level 81.5 
May 24, 1957. The ad- 
mission hypokalemia, hypochloremia alkalosis 
having been corrected, investigation elucidate the 
cause the adrenal cortical hyperfunction was 
attempted. 
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Fig. 4.—The enlarged left adrenal gland Case 


Skull radiographs were normal. Chest radiography 
revealed clear lung fields. Examination after retro- 
peritoneal air showed normal renal shadows 
without evidence enlargement the adrenal glands. 
The negative radiological findings combined with the 
patient’s precarious and worsening condition led the 
decision that bilateral adrenalectomy was required 
correct the excessive aldosterone-like effect. 


the day before adrenalectomy was noted that 
the patient’s skin was slightly icteric. complained 
increasingly frequent episodes epigastric pain 
uncontrolled ulcer management. The liver was pal- 
pable three fingers below the costal margin the 
right midclavicular line, and there was ascites. There 
was increase the the lower extremities. 
Blood examinations showed bleeding time min., 
clotting time min., platelet count 162,000 per 
prothrombin time sec. with control 
sec. The Rumpell-Leede test was negative. The 
serum bilirubin was 2.95 mg. Results serum trans- 
aminase studies were: SGOT 104 units per ml. per 
min. (in Westminster Hospital Laboratory mean SGOT 
13.9 5.2 SGPT 192 units per ml. per 
min. (mean SGPT 11.7 6.3 (S.D.). 


June 1957, bilateral adrenalectomy was 
performed Dr. McAninch. Postoperative con- 


dition was good. The patient was maintained intra- 
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Fig. 5.—The microscopic appearance the adrenal cortex 
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Fig. 6.—A small focus oat cell bronchogenic carcinoma 
deep the adrenal cortex (Case 2). 80.) 


venous hydrocortisone therapy with satisfactory main- 
tenance blood pressure levels. Postoperative blood 
electrolytes were: chloride sodium 134 
potassium 6.3 (probably inaccurate 
since the test was done hours after blood was taken), 
CO, combining power vol. Approximately 
hours after operation the patient died suddenly. 

The adrenal glands removed surgery. were care- 
fully examined. The left adrenal gland weighed 
(Fig. 4). The right adrenal gland was not weighed 
but appeared about the same size the left. With 
and eosin stain the general picture was 
that extreme increase the number and size 
cortical cells principally the mid-zone, and the 
cytoplasm these cells was densely acidophilic 
(Fig. 5). Throughout the gland there were occasional 
very small foci atypical epithelial cells characteristic 
metastatic oat cell bronchogenic carcinoma (Fig. 6). 
Final diagnosis the surgical specimen was adrenal 
cortical hyperplasia and metastatic oat cell broncho- 
genic carcinoma. 

autopsy small tumour was found originating 
the left upper lobe bronchus. There was metastatic 
tumour involving the liver producing hepatomegaly 
(3120 g.). Malignant metastases lymph nodes were 
found the mediastinum. The heart weighed 390 
Aortic stenosis due rheumatic involvement the 
aortic valve was demonstrated. chronic duodenal 
ulcer was present. 
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Fig. 7.—The bronchogenic carcinoma Case 400. 
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Fig. 8.—Photograph the patient (Case taken one 
week before death. 


Microscopic examination established the primary 
tumour the lung the oat cell type (Fig. 7). 
The secondary carcinoma the mediastinal lymph 
nodes and liver was morphologically similar that 
seen the lung tumour. Sections the testes, pitui- 
tary, and thyroid were normal. 

24-hour volume urine was collected one week 
before death for analysis for aldosterone (by Dr. Alan 
Gornall, Department Pathological Chemistry, 
University Toronto). The following values were 
obtained: aldosterone (average determinations) 
micrograms per 24-hour urine, free hydrocortisone 
6.6 mg. per 24-hour urine, free cortisone 0.17 mg. per 
24-hour urine. 


this case there were physical features 
Cushing’s syndrome 8). The patient presented 
with hypertension and hypokalemia suggesting 
excessive aldosterone production. Adrenal endo- 
crine studies showed increased glucocorticoid, 
aldosterone urinary excretion. 
Clinically the (aldosterone) 
effect predominated and there was 
evidence glucocorticoid androgen excess. The 
metabolic alkalosis was corrected increment 
potassium therapy. Bilateral adrenalectomy was 
performed prevent recurrence the metabolic 
imbalance. Death the patient, and the finding 
post mortem small bronchogenic carcinoma 
with widespread metastasis, were unexpected. 


3.—This 70-year-old man died June 1957, 
Westminster London. developed 
ementia 1923 and required hospital super- 
vision for the remainder his life. ‘admission 
Westminster Hospital 1926 there were abnormal 
physical laboratory findings. The patient remained 
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well hospital without evidence disease re- 
peated physical and laboratory examinations until 
September 1956, when large left upper quadrant 
mass was palpated routine examination. The 


chest was clear. Heart rate was 90, regular with no. 


murmurs. Blood pressure was 178/100 mm. Hg. 
Abdominal examination revealed large, dull, non- 
tender mass the left upper quadrant the abdomen 
which extended approximately cm. below the left 
costal margin the midclavicular line. extended 
posteriorly and could palpated the left flank. 
The liver was not enlarged. There was bruit over 
the mass and bowel sounds were normal. Rectal 
examination did not reveal any abnormality. 

Laboratory tests showed acid urine with con- 
centration 1.015, albumin ++, and sugar. Oc- 
casional pus and rare red blood cells were found 
the sediment. Hb. level was 14.05 
44%, W.B.C. 6550 per E.S.R. mm. 
one hour. Wassermann reaction was negative. Blood 
urea was mg. Blood electrolytes were: sodium 
142 and chlorides 100 Blood coagula- 
tion studies were: bleeding time min., clotting time 
min., platelet count 200,000 per c.mm. 

Extensive radiological investigation was performed. 
active lung disease was found. Heart-chest ratio 
was 12.5—29.6 cm. intravenous pyelography the 
left kidney functioned well and was displaced in- 
feriorly large mass the left upper abdomen. 
The right kidney was normal size and normal 
position. The entire colon filled well barium examin- 
ation. There was downward and anterior displace- 
ment the splenic flexure and transverse colon due 
the large mass the left upper quadrant. Upper 
gastro-intestinal ‘examination showed the stomach body 
markedly displaced anteriorly without evidence 
intrinsic lesion. The duodenum and small bowel were 
radiologically normal. retrograde pyelogram the 
left side showed abnormal course the left 
ureter. From the bladder the left ureter curved 
medially and superiorly the level L.4 and then 
curved sharply downwards and outwards the level 
L.5. Retrograde injection the dye showed good 
filling the pelvis and calices kidney normal 
size. abdominal aortogram produced good filling 
the aorta and its branches. The right renal artery and 
its branches appeared normal. The left renal artery 
extensively, being about inches 
(12.5 cm.) long. could traced the displaced 
left kidney and all the branches appeared normal 
position. There was definite sign renal tumour 
from the aortogram. The large mass the left upper 
quadrant was not outlined. 

October 1956, the mass surgically 
explored. was found the left upper quadrant; 
blunt dissection inferiorly and superiorly freed the 
tumour mass and was removed apparently its 
entirety with the spleen, left kidney, and the tail 
the pancreas. Lymph node enlargement was found 
the pre-aortic area the time operation. The 
patient recovered from the operation without com- 
plication. 

pathological examination the tumour mass mea- 
the tumour, the left kidney could easily stripped 
away. The tumour was soft and necrotic and several 
areas hemorrhagic cysts were present. Microscopically 
this tumour was extensively pleomorphic with some 
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cells morphologically resembling adrenal cortical cells 
(Fig. 9). Multinucleated giant cells were numerous. 
There was invasion the pancreas the left 

kidney. lymph node microscopic 
examination showed metastatic carcinoma. The patho- 
logical diagnosis was carcinoma the adrenal cortex. 

May 1957, six months after operation, the patient 
was poorly nourished and pale, and had dullness the 
left lung base with diminished air entry. There were 
heart murmurs. The blood pressure was 135/82 
mm. Hg. The abdomen was distended, with dullness 
both flanks, and fluid wave was palpable. There 
was mass palpable the left upper quadrant the 
abdomen and the superior end the operative 
incision. needle biopsy from the tumour recurrence 
the surgical incision showed carcinoma similar 
appearance the large tumour removed operation. 

After the diagnosis recurrent adrenal cortical car- 
cinoma had been established, adrenal function tests 
were performed. The 24-hour urinary 17-ketosteroid 
excretion was 45.0 mg. Blood electrolytes were: sodium 
127 potassium 5.3 chloride 
and the CO, combining power vol. 
ACTH stimulation test was done outlined. Twenty- 
five units ACTH were given 1000 c.c. 
glucose and water over eight-hour period, and 
24-hour volume urine was collected. After ACTH 
stimulation the urinary 17-ketosteroids were 64.9 mg. 
hours. After ACTH the 17, 21-dihydroxy-20- 
ketosteroid (free fraction) was 0.58 mg. per hours 
(normal range 0.37 0.18 mg. for hours). Total 
17, 21-dihydroxy-20-ketosteroid was 13.5 mg. per 
hours (normal range 6.6 3.3 mg. per hours). 
General supportive treatment was given. 

The patient’s condition rapidly deteriorated and 
died June 1957. 

post-mortem examination there was extreme 
emaciation. The abdominal cavity contained 800 c.c. 
straw-coloured clear fluid. The entire peritoneum 
was studded with firm white nodules metastatic 
tumour (Fig. 10). There was metastatic carcinoma 
the liver, lungs and para-aortic lymph nodes the 
abdomen. The right adrenal gland was grossly normal. 

The metastatic tumour the lungs, liver and ab- 
dominal cavity microscopic examination was similar 
morphologically the primary growth the left 
adrenal gland. The right adrenal gland was normal 
microscopic examination. Section the small bowel 
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Fig. carcinomatosis peritonei Case 


revealed multiple subserosal tumour 
morphologically the primary tumour. There was 
small area bronchopneumonia. 


Initially functioning endocrine tumour was not 
suggested this case. There were 
findings routine laboratory abnormalities sug- 
gest endocrine abnormality prior operation. 
Gross and microscopic examination the surgical 
specimen established the adrenal cortex the 
source the large tumour. 

The endocrine investigation was performed after 
recurrence the tumour. The tumour was produc- 
ing mainly androgenic hormones, shown the 
elevated 17-ketosteroid urinary excretion. The 
total urinary glucocorticoids were slightly elevated 
after ACTH therapy, and this elevation was small 
comparison with the marked elevation the 
urinary 17-ketosteroids after ACTH therapy. The 
patient’s condition deteriorated rapidly and 
active treatment was given following the recur- 
rence the tumour. 


The association adrenal cortical hyperplasia 
and hyperfunction with carcinomatosis Cases 
and unusual. Case (breast carcinoma) had 
the classical physical features Cushing’s syn- 
drome while Case carcinoma had 
the laboratory findings keeping with 
syndrome without the physical features the 
syndrome. Cushing’s syndrome has been described 
association with carcinoma the bronchus, 
pancreas, thymus, diseases the liver and tumours 
10% had associated malignant tumours. 
This association many cases may coincidental. 

all the four reported 
syndrome with carcinoma the bronchus, the 
carcinoma was oat cell type. The liver was 
extensively invaded secondary carcinoma 
three the four reported The pituitary was 
normal two cases, enlarged one case and the 
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site metastasis one case, The adrenals were 
normal two cases and hyperplastic two cases. 
Our case with the findings 
syndrome (Case was also oat cell type 
bronchogenic carcinoma which had small adrenal 
metastases, massive hepatic secondary tumour and 
normal pituitary. Since the post-mortem findings 
are quite variable, the relationship between the 
Cushing’s syndrome and the carcinoma not 
understood. 

Case closely resembles case reported 
both cases the predominant 
clinical findings were due hypokalemia, and 
each had bronchogenic carcinoma with adrenal 
metastases. Our case was clinically similar cases 
primary aldosteronism reported’ except for the 
presence Investigation established in- 
creased aldosterone production, but addition 
there was marked increase glucocorticoid 
production and small increase androgen 
production. The increased glucocorticoid produc- 
tion probably was responsible for the production 

lists bronchogenic carcinoma with adrenal 
metastases one entity associated infrequently 
with increased aldosterone production. states 
that the metabolic effects may great, that 
attention focused the adrenal glands. This 
was certainly true our case, all study and 
treatment was directed towards the adrenal glands, 
and the bronchogenic carcinoma was unexpectedly 
discovered post-mortem examination. 

Case presented for contrast with Cases 
and this case spite the large mass 
malignant adrenal cortical cells, there was clini- 
cal suspicion that the tumour was producing in- 
creased amount hormone. 


SUMMARY 


Three cases have been presented detail show 
the variable clinical manifestations adrenal cortical 
hyperfunction. Each case was associated with car- 
cinoma and the significance this association 
present unknown. 


Gratitude expressed Dr. Fisher and Dr. 
Paterson, pathologists Victoria Hospital and West- 
minster Hospital respectively; Dr. Lewis, whose 
private service Case was admitted; Dr. McAninch, 
who performed the operations Case and Case the 
Cancer Clinic London, and especially the Clinical 
Investigation Unit and Dr. Derrick, Westminster 
Hospital, and Dr. Alan Gornall, Department Path- 
ological Chemistry, University Toronto, for the pains- 
taking laboratory which were necessitated 
Cases and and Dr. Fergusson, Superintendent 
Westminster Hospital. 
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ADRENAL CoRTEX CARCINOMA 


ADDENDUM 


recent report from describes two cases 
pulmonary carcinoma with bilateral adrenal met- 
astases and associated and 
alkalosis. These cases were not included the above 
discussion. The Swiss authors feel that the metabolic 
alkalosis one their cases was not associated with 
exaggerated increase aldosterone production. The 
relatively greater production glucocorticoids com- 
pared the second patient may have 
been mainly responsible for the metabolic alkalosis 
the case reported the present article. 


Une femme présentait tableau clinique typique 
droite, découvrit une dissémination néoplastique étendue 
dont mammaire fut reconnue 
Une revue rétrospective des données laboratoire montra 
que les 17-cétostéroides urinaires étaient moins élevés que 
dans les cas carcinomes surrénaliens primaires. 

homme porteur d’un petit néoplasme bronchique 
passé inapercu mort offrait bilan laboratoire 
qui subir une adrénalectomie bilatérale pour 
correction qui semblait étre 
Les surrénales contenaient petits agrégats cellules 
dites “en grains d’avoine”. 

Une large tuméfaction dans gauche 
vieux dément semblait impliquée dans déplacement vers 
bas rein gauche. L’exploration devint une large ré- 
section par laquelle rate, queue pancréas, rein 
gauche une tumeur forte taille qui était attachée 
furent fit corticosurrénalome. Des récidives 
firent leur apparition. L’apparence malade ainsi 
que les épreuves laboratoire usuelles laissérent jamais 
soupconner présence d’aucun désordre endocrinien. 

L’auteur avoue son impuissance expliquer ces 
apparemment contradictoires. 


SERUM MAGNESIUM 
RENAL DISEASES 


Serum levels magnesium, calcium and potassium, and 
blood nonprotein nitrogen and total proteins were deter- 
mined patients with renal disease and azotemia with 
and without central nervous depression and patients with 
renal disease without Electrocardiograms were 
done all the patients. The findings were compared with 
those normal persons, and the magnesium levels were 
found elevated the patients with azotemia but 
not the others. This elevation magnesium was cor- 
related positively with the potassium level 
with the calcium level when total values were determined. 
The ionized portions magnesium and calcium did not 
show any significant inverse relationship. Conduction defects 
observed the electrocardiogram were attributable 
most cases multiple electrolyte abnormalities; only 
one case could the elevation serum magnesium 
definitely blamed. The authors believe that raised serum 
magnesium levels may important contributors the 
somnolence and eventual coma 
caution against the use sulfate 
Arch. Int. Med., 102: 1958. 
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BLOOD COAGULATION DURING 
ALIMENTARY SUBJECTS 
WITH AND WITHOUT CLINICAL 
EVIDENCE ATHEROSCLEROSIS* 


MUSTARD, M.D., 
Toronto 


MEAL RICH dairy products and eggs accelerates 
the activity the blood coagulation mechanism 
Because the evidence that blood co- 
atherosclerosis and its complications, study was 
carried out 135 male subjects find out whether 
there relationship between the changes oc- 
curring the blood coagulation mechanism after 
fat meal and the incidence atherosclerotic 
complications. 


The subjects were fed breakfast bread, 
butter, bacon, eggs and cream containing 
fat. The changes whole blood clotting time 
(silicone), Russell viper venom time (R.V.V.T.), 
plasma turbidity, platelet count, 
globulin (AHG) activity and Christmas-factor 
activity were determined before and after the fat 
meal. The results this study are reported this 
communication. 


METHODS AND MATERIAL 


Coagulation Studies 


These were carried out previously 
with the following modifications: 

Thromboplastin generation 
This was determined previously described except 
for the use plasma place serum the test 
system. Normal fasting plasma diluted 1:10 was 
found give slower rate thromboplastin 
generation than many serum preparations. The 
difference rate thromboplastin formation 
caused variation AHG levels was more easily 
demonstrated the slow plasma system than the 
rapid serum system. 


Plasma (Christmas-factor) was 
determined previously described, except that 
the plasma was diluted 1:10 and tested without 
mixing with Christmas serum. This was done be- 
cause the changes activity found when the 
plasma was mixed with Christmas serum were 
similar the changes when Christmas serum 
was used. 


SUBJECTS 


individuals with clinical 
evidence atherosclerosis had either proven 
atherosclerotic peripheral vascular disease, myo- 
cardial ischemia, carotid basilar 


*Department Veterans Affairs, Sunnybrook Hospital, and 
Medicine, University Toronto, Toronto, 
ntario 


stenosis. Subjects were not tested within five weeks 
known vascular accident. 


subjects had clini- 
cal evidence the disorders mentioned for the 
atherosclerotic group diabetes. This group 
was further divided the basis family history. 
subject’s siblings, either parent the siblings 
either parent had history diabetes, peri- 
pheral vascular disease, myocardial 
cardiovascular accident under the age 75, the 
subject was considered have positive family 
history. Some individuals were undoubtedly mis- 
classified, since the only evidence familial dis- 


was the subject’s statement. 


Inquiry was made the amount butter, 
cream, cheese, whole milk and eggs consumed per 
week, This was graded from zero 4+. 


Butter Grade 
—butter hot toast, buns, vegetables and used 
cooking and frying +++ 
—as above but butter not used for 


—butter toast, bread and buns but not 
used sparingly bread and 


Cheese (old and cream cheese—not cottage cheese) 


Cream (including whipped cream) 


Ice cream 


Whole milk (excluding skim milk) 


Eggs (excluding eggs cooking) 
more eggs per 


egg 4-5 times per 


egg 1-2 times per 


+++ 


RESULTS 


The subjects with clinical complications 
subjects; those with clinical complications 
atherosclerosis but positive family history 
Series subjects; those with clinical com- 
plications atherosclerosis and negative family 
history Series subjects. 

Platelet count.—The mean minimum value for the 
subjects group during the period 
was less than that for the subjects group 
The difference was not statistically significant. The 
subjects group however, showed significantly 
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ALIMENTARY 


minimum values—percentage 
fasting value 
(Fasting values per cent) 


Antihemo- Plasma 
philic (Christmas- 
globulin factor) Platelet 
activity activity count 
minimum minimum 
Mean 58.3 157.7 73.5 
Group 16.1 19.6 10.1 
S.E. 2.3 2.7 1.3 
Mean 144.6 75.1 
Group 16.2 34.5 10.3 
S.E. 2.41 5.14 1.5 
Mean 90.9 113.0 92.2 
Group 10.2 20.4 7.0 
1.65 3.31 1.13 
Probability dif- A&B A&B A&B 
ference between the p=>.05 p=.05 p=>.05 
mean values using A&C A&C A&C 
the test p=.001 p=.001 p=.001 
B&C B&C B&C 
p=.001 p=.001 p=.001 


=Standard deviation. S.E. =Standard error. 


less change platelet numbers during the period 


than the subjects groups and 
(Table I). 


AHG subjects group showed 
the least decrease AHG activity during the 
period and the subjects group the 
greatest. The subjects group showed nearly 
The differences between the mean value for the 
subjects group and the mean values for 
groups and were significant. The difference 
between the mean value for group and the 
mean value for group was not significant 
(Table I). 

Christmas-factor activity (plasma).—Subjects 
group showed the least increase plasma 
Christmas-factor activity during the period 
mentary and those group the greatest. 
The subjects group had nearly great 
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change the subjects group The differences 
between the mean value for and the 
mean values for the other groups were significant. 
The mean value for group was significantly. 
greater than the mean value for group (Table I). 

Plasma subjects group had the 
greatest mean optical density increase during the 
period and the subjects group 
the least. The mean value for the subjects group 
was greater than for group and less than 
that for group The difference between the 
maximum mean values for groups and was 
statistically significant (Table II). 

Russell viper venom time.—The subjects group 
showed the greatest acceleration the R.V.V. 
time and the subjects group the least. For 
each group the actual differences between the 
mean values for the fasting and specimens 
were significant. The differences between the maxi- 
mum mean values during the period for 
each group were significant 
(Table II). 

Eight the subjects group showed 
prolongation the R.V.V. time during the period 
alimentary rather than acceleration. 

Whole blood clotting time.—The mean values for 
the subjects groups and during the period 
alimentary all showed some accelera- 
tion the whole blood clotting time. The mean 
values for the subjects group showed 
obvious change.. The differences between the mean 
value for group and the mean values for groups 
and were significant during the period 
(Table II). 

Dietary groups and ate 
more eggs per week than the subjects group 
(Table III). The subjects groups and 
had the greatest intake butter and ice cream. 
There was good intake cheese group 
Group ate much less. The subjects groups 
and appeared consume about the same 
quantity milk (Table III). 

Degree degree change the 
coagulation mechanism did not necessarily corres- 


Clotting time—minutes 


Age (years) hours hours 

Mean 38.7 25.7 22.3 

Group 6.3 3.8 1.7 
0.9 0.53 0.24 

Mean 37.1 25.8 23.1 

Group 3.4 3.0 
S.E. 0.5 0.45 

Mean 37.7 26.6 25.7 

11.7 3.5 3.9 
S.E. 1.9 0.58 0.62 

values using the test B&C 


Russell viper 
venom time—sec. 
Plasma optical 


Minimum density 
during maximum 
hours hours from fasting value 
22.2 13.2 9.9 0.31 
4.2 1.5 2.7 0.21 
0.58 0.21 0.38 0.029 
23.6 13.7 10.8 0.26 
3.3 1.2 1.6 0.16 
0.50 0.17 0.23 0.025 
26.0 14.6 12.5 0.21 
4.3 1.2 1.9 0.14 
0.69 0.20 0.30 0.023 
.001 001 
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TABLE III.—Foop 


Dietary intake dairy products 
and eggs 


Mean grade number pluses 


Group 
Food 
Cream and whipped 1.5 0.8 
2.9 2.7 2.4 


pond the degree visible This 
demonstrated the fact that some subjects showed 
little change plasma turbidity but considerable 
change their coagulation mechanism during the 
period alimentary (Fig. 1A), while other 
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Fig. 1.—Coagulation mechanism. Changes two 
after the test meal: (A) 26-year-old subject had 
clinical history atherosclerotic complications, 
grandfather died age myocardial infarct and his 
father age myocardial infarct. (B) This 25-year-old 
subject had clinical evidence atherosclerotic complica- 
tions and also had negative family history for these dis- 
orders. Although this subject shows considerably greater 
change his plasma turbidity than subject the 
changes the indices are less marked. 
coagulant aciive fasting value per cent 
value); whole blood clotting time; 
Christmas-factor activity. 


subjects with gross turbidity change showed 


very little change their coagulation mechanism 
(Fig. 1B). 


AHG and Plasma Christmas-Factor Activity 


There evidence that when the activity the 
coagulation mechanism accelerated vivo, one 
the factors showing marked change AHG 
Indeed, has been stated that changes 
AHG activity are sensitive index intra- 
vascular clotting.* the basis the changes 
AHG activity, the atherosclerotic subjects showed 
greater increase clotting activity than the 
contro] subjects with negative family history. The 
changes plasma Christmas-factor activity for 
these two groups are keeping with this inter- 
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pretation. Therefore, possible conclude 
the basis these two clotting indices that group 
subjects with atherosclerotic complications have 
greater acceleration clotting activity during ali- 
mentary than subjects with personal 
family history atherosclerosis. 


Subjects with clinical complication athero- 
sclerosis but positive family history showed 
nearly the same degree change AHG and 
Christmas-factor activity the atherosclerotic in- 
dividuals. This suggests that the susceptibility 
acceleration subject’s coagulation mechanism 
probably present before the appearance clini- 


complications atherosclerosis. 


Platelet Counts 


The subjects (groups and who showed 
decrease AHG activity and increase 
Christmas-factor activity during alimentary 
also showed decrease platelet numbers. 
though the differences between the group 
with negative family history for atherosclerosis 
and the other two groups were significant, the 
difference between the mean values for the other 
two groups was not. The platelet count changes 
would appear less reliable index the 
degree change the activity the coagulation 
mechanism. Possibly this because the production 
and release new platelets masks platelet loss. 
measured quantity labelled platelets were 
given the start each test, and the 
changes this quantity measured during the 
period more accurate assessment 
the degree platelet change could determined. 


Nevertheless, the evidence from this study shows 
that, following fat meal, there decrease 
the circulating platelet count most subjects who 
have atherosclerotic complications 
family history for this disorder. Cullen and 
found that the feeding 40% cream hamsters 
produced decrease the platelet count. The 
evidence found their study using hamsters 
keeping with the findings this study. 


Whole Blood Clotting Time 


Waldron demonstrated that after ingestion 
fat meal, the coagulation time whole blood 
shortened. Considerable evidence support 
this observation has been presented 
initial The evidence from this study 
agreement with their findings. However, there 
have been some negative Indeed, 
Merskey and could find statistical evi- 
dence that there were changes the W.B.C.T. 
individuals after fat meal. Aside from the tech- 
nical difficulties which they define clearly, the 
phenomenon individual may 
account for some the negative findings. Merskey 
and Nossel used mean values without taking this 
point into account. The evidence from the present 
study suggests that individual susceptibility 
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factor considered determining coagulation 
changes. 


Russell Viper Venom Time 


Subjects each group evidence 
acceleration the R.V.V. time after the fat meal. 
This finding agrees with the reports other in- 
difference R.V.V. times after fat meals 
male patients with coronary thrombosis and 
age-matched apparently normal male volunteers. 
The findings the present report are not 
agreement with this observation. this study, 
was found that the subjects with 
family and personal history for atherosclerosis 
showed significantly less shortening the R.V.V. 
time than the subjects with atherosclerosis. Possibly, 
the case the W.B.C.T., the factor in- 
dividual susceptibility accounts for some the 
discrepancy between work and that re- 
ported this paper. 


The reason for the prolongation the 
time during the alimentary some sub- 
jects with negative family and personal histories 
for atherosclerosis not clear. The characteristics 
this change were the same previously des- 


Plasma Density 


There was rough correlation between the 
degree turbidity change and the changes 
AHG and Christmas-factor activity and acceleration 
the R.V.V. time. This difference was noticeable 
between the groups with clinical atherosclerosis 
and the control group with the negative family 
history. However, this was not always true in- 
dividual cases. Indeed, some instances, subjects 
with little evidence visible showed 
marked acceleration the coagulation mechanism, 
and subjects with gross showed very 
little change. This latter observation agree- 
ment with those MacLagan and 
and Buzina and who could not relate the 
clotting changes directly the degree 


Dietary Intake Dairy Products and Eggs 


There some evidence that foods rich phos- 
pholipid, particularly phosphatidyl ethanolamine, 
may produce the most marked changes coagula- 
Dairy products and eggs are good 
source this The dietary history ob- 
tained from the subjects this study revealed that 
individuals with clinical evidence atherosclerosis 
eat slightly more dairy fat and eggs than individuals 
who have family clinical evidence athero- 
sclerosis. there was considerable overlap be- 
tween the various groups, would appear, however, 
that the intake these fats cannot used 
explanation for the differences between fhe various 
groups. Probably the factors governing absorption, 
synthesis and transport phospholipids along with 
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susceptibility the coagulation mechanism 
acceleration are more importance. 


SUMMARY 


meal dairy fat and eggs was given 135 
fasting male subjects with and without clinical com- 
plications atherosclerosis. The change each sub- 
ject’s whole blood clotting time, Russell viper venom 
time, plasma turbidity, platelet count, 
globulin activity and Christmas-factor activity was 
determined. The subjects were divided into three 
groups: those with clinical complications athero- 
clerosis, those with clinical complications 
positive family history, and those with clinical 
complications atherosclerosis and negative family 
history. 

The atherosclerotic individuals had the greatest 
mean increase plasma density and Christmas-factor 
activity and decrease AHG activity. The subjects 
with clinical family history atherosclerosis 
showed the least change these indices. The other 
group individuals had about the same degree 
change that for the atherosclerotic group. the 
group with clinical complications atherosclerosis 
and the group with clinical complications athero- 
sclerosis but positive family history, the circulating 
platelet count was more reduced and the R.V.V. time 
more shortened than the group with the negative 
family and history. There was, however, over- 
lap between the results for each group. 

This evidence suggests that subjects with clinical 


with positive family history but clinical complica- 
tions, show gréater acceleration the activity 
their coagulation mechanism during 
than subjects with negative family and 
personal history and complications atherosclerosis. 
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RESUME 


servit repas contenant des ceufs graisse 
lactée 135 hommes jeun, porteurs non 
complications cliniques Les altérations 
Russell, turbidité plasma, nombre plaquet- 
facteur Christmas furent déterminées. Les sujets furent 
groupés selon montraient des complications cliniques 
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athéromateuses quils n’en montraient pas. fit 
deux groupes ces derniers: ceux dont les antécédents 
familiaux comportaient des manifestations d’artériosclérose, 
ceux dont les mémes antécédents n’en comportaient pas. 

Les athéromateux accusérent moyenne 
facteur Christmas, ainsi que moyen plus 
Les variations les moins marquées furent observées chez 
les individus libres toute atteinte tant dans leur 
vasculaire que dans leurs antécédents. Les autres, bien 
montrassent pas signes cliniques, accusérent 


THE USE EXCHANGE 
TRANSFUSION ACUTE 
RENAL FAILURE* 


SMILEY, M.D., F.R.C.P.[C.], Ottawa 


First published report the subject ex- 
change transfusion was this 
Journal 1921. Seven burned children were 
treated with blood transfusion; four them 
exchange blood which approximated one- 
quarter the blood volume was achieved 
attempt remove circulating toxins. Hart? per- 
formed the first exchange transfusion erythro- 
blastosis fetalis, but present-day acceptance the 
procedure the treatment was 
not gained until after publication 
1943. Attempts apply the technique exchange 
transfusion the management renal failure 
began 1926, when Nyirit showed that cross 
transfusion between normal and uremic dogs 
could carried out with removal nitrogenous 
products from the uremic dogs. The normal dogs 
showed ill effects and their kidneys appeared 
normal pathological examination. Successful use 
continuous cross transfusion between nephrec- 
tomized and normal dogs was reported 1938° and 
similar procedure was performed two patients 
with uremia with untoward results; 
the patients “seemed improved”. The first exchange 
transfusion adult was performed France 
1947,’ and indications for the procedure were 
summarized Bessis and follows: 
(1) remove noxious wastes from the blood; 
(2) gain transitory reprieve acute hepatic 
renal lesions; (3) supply antibodies other 
useful materials large amounts patients who 
may lack them temporarily. 1949, recom- 
mended the exchange the equivalent 
total blood volume every two three 
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méme degré variation que les artérioscléreux déclarés. 
dépit d’un certain empiétement des résultats, 
observa une grande diminution nombre 
plaquettes circulation temps venin vipére 
Russell chez les groupes seulement qu’a 
antécédents athéromateux, que chez les sujets 
groupe. 

Ces résultats permettraient conclure que chez les 
sujets ayant une tendance latente déclarée 
lipémie alimentaire favorise une plus grande accélération 
mécanisme coagulation que chez les sujets indemnes 
cet égard. 


days the management renal failure. Survival 
patient oliguric for days, who received 
five exchange transfusions, was reported. more 
detailed account the French experience with 
acute renal failure diverse etiology was 
published and Dausset™ 1950. 
Seventeen patients with oliguric periods which 
averaged days were treated and 
methods dialysis were used the treatment 
these patients. Dausset emphasized that non- 
dialyzable substances are removed, acidosis cor- 
rected and decrease serum potassium and 
phosphorus occurs. 1951 reported 
two patients with jaundice and oliguria treated 
exchange transfusion. Interpretation the value 
the procedure was obscured the use 
dialysis one patient and the occurrence 
diuresis both patients the ninth day. Gold- 
reported the use repeated exchange 
years with renal failure due subacute glomeru- 
lonephritis. Striking, but transient, clinical improve- 
ment resulted from the procedure. 

The case reported illustrates the use exchange 
transfusion the management acute renal 
failure which resulted from the transfusion 
incompatible blood. 


housewife years age was admitted the 
obstetrical service the sixth month her fifth 
pregnancy because fetal movements had not been 
felt for one month. Her first two pregnancies had 
resulted full-term live births, but the third and 
fourth pregnancies ended with stillbirths the third 
trimester. Rhesus incompatibility was known 
present with anti-Rh, (D) titre 1:128 the 
patient’s serum. Past and family histories were not 
relevant. The patient had other complaints and 
symptoms referable other systems. Physical exami- 
nation revealed pulse rate per minute, blood 
pressure 140/80 mm. Hg. The uterine fundus was 
palpable the umbilicus but there were fetal 
movements and heart sounds were not detected. 
Routine examination the blood and urine showed 
normal findings. The blood nonprotein nitrogen was 
mg. the prothrombin activity 100% and the 
platelet count 274,000 per c.mm. The coagulation time 
was normal and there was visible lysis the 
clot after hours 37° Nine days after admission, 
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TABLE 
Urine 
volume N.P.N. Creatinine Na. Cl. Platelets 
(5) Hysterectomy. Bleeding time 
min. Prothrombin 
activity 57%; spherocytes 
210 Bleeding time min. 
110 13.8 128 4.8 (15) 110— 
150 Restless; sporadic vomiting 
195 
190 
155 15.0 125 5.6 (40) Serum bilirubin 2.6 mg.%; 
somnolent, maniacal 
230 Repeated convulsions 
194 14.7 126 (75) Serum bilirubin 4.3 mg.%. 
TRANSFUSION 
160 170 18.0 149 6.6 (85) 195— Response 
176 
415 174 
620 192 22.0 144 6.7 (15) 
840 
198 16.0 122 5.9 100 (75) 
140 6.1 134 4.2 101 
3.4 134 4.9 104 
200 1.6 P.S.P.—55%. Urine specific 


C.P.—Carbon dioxide combining power. 


gravity—1.026 


packed red cells. Figures parentheses indicate icterus index. 


the patient delivered macerated stillborn fetus. There 
was unusual bleeding and she was discharged 
five days later. 

Nine days after discharge the patient 
admitted because profuse vaginal bleeding. Dilata- 
tion and curettage the uterus were performed 
once, but alarming bleeding continued. Continuous 
blood transfusions were begun, and hysterectomy 
was performed. After the uterus had been removed, 
the surgeon noted excessive oozing from the wound, 
and the same time the systolic blood pressure de- 
creased mm. Hg. immediate check showed 
that 500 c.c. Rh, (D) blood had been admin- 
istered error. Blood studies the operating room 
revealed the bleeding time over minutes, 
the platelet count 94,000 per c.mm., and the pro- 
thrombin activity 57%. The blood film showed numer- 
ous spherocytes and one normoblast per 100 white 
blood cells. 

During the next hours the patient bled pro- 
fusely from the vagina. this period, she received 
7000 c.c. blood, hydrocortisone 100 
venously every six hours and fibrinogen. 
the end hours, the bleeding had stopped, and 
her blood pressure was stable 120/80 mm. 
Blood transfusions were stopped and the hydrocorti- 
sone was withdrawn. The course the urinary output 


and the pertinent laboratory findings are summarized 
Table During the first week oliguria the patient 
was lucid and complained only thirst. There was 
bleeding, although normal platelet counts were not 
obtained until the seventh day. the second week 
oliguria, she became progressively more irritable 
and restless, with sporadic vomiting, until the 13th 
day periods somnolence alternated with ones 
mania. Treatment consisted the administration 
500 c.c. 20% glucose water via polyethylene 
venous catheter each 24-hour period. 

the evening the 14th day oliguria general- 
ized convulsions began and continued half-hourly 
intervals. the morning the 15th day, the patient 
was taken the operating room, where large poly- 
ethylene catheter was inserted into the region the 
common iliac vein via the femoral vein. This made 
possible the steady removal blood means 
heparinized syringes. Meanwhile blood was infused 
continuously through antecubital vein volume 
equal the rate withdrawal. The procedure was 
continued for seven hours, during which time 
5200 blood was removed and 5400 c.c. ad- 
ministered. Ten c.c. calcium gluconate was injected 
after each 1500 c.c. blood. After 
2000 c.c. blood had been exchanged, convulsions 
ceased, and when 3000 c.c. blood had been 


~ 
fe 


742 Reports: EXCHANGE TRANSFUSION 


exchanged the patient responded 
although stuporous. The pulse rate remained 130 
per minute during the procedure, and the blood 
pressure rose 170/110 mm. Hg. the three days 
after the exchange transfusion the patient’s clinical 
state remained was the conclusion the 
questions. the fifth day the urine output exceeded 
500 and the patient appeared progressively more 
alert. Her convalescence was slow and marked 
polyuria and thirst. Two months after admission the 
urine specific gravity remained fixed 1.005. view 
our previous pituitary necrosis asso- 
ciation with acute failure, the effect intra- 
muscular Pitressin (Betahypophamine) tannate oil 
4-hour urine excretion was observed and proved 
nil. This result was anticipated because the 
pituitary necrosis confined the anterior lobe. 

Five months after the episode renal failure, the 
patient was asymptomatic. Routine examinations the 
blood and urine were normal, and urine specific 
gravity 1.026 was achieved after hours 
fluid restriction. Phenolsulfonphthalein excretion was 
55% two hours, nonprotein nitrogen mg. and 
creatinine 1.6 mg. 


Acute renal failure with severe prolonged 
oliguria occurred this patient who received 
500 incompatible blood while 
The subsequent clinical course and the attendant 
biochemical changes are similar those which 
have been described many patients with acute 
renal failure diverse etiology. The presence 
decreased prothrombin activity and thrombocy- 
topenia with markedly prolonged bleeding time 
during the bleeding phase immediately after 
infusion the incompatible blood has been con- 
Measurements plasma fibrinogen were 
not made, but the coagulation time was normal 
and firm clot formed. 

Exchange transfusion was performed 
15th day oliguria when the patient’s condition, 
characterized coma and repeated convulsions, 
was judged desperate. These serious mani- 
festations disappeared during the exchange pro- 
cedure and did not recur although the urine output 
did not exceed 500 c.c. until the fifth day after 
the exchange transfusion. The clinical evidence 
improvement which seemed allow the patient 
survive additional period oliguria was 
accompanied transient drop blood non- 
protein nitrogen and change blood creatinine. 
The most significant biochemical change detected 
was correction the low levels serum sodium, 
chloride and carbon dioxide combining power. 

The disadvantages exchange transfusion have 
been enumerated Large amounts 
fresh blood are required and the 
reactions subsequent homologous 
jaundice always exist. Compared with extra- 
dialysis, exchange transfusion much 
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less efficient the removal dialyzable sub- 
stances. Dialyzing units are not wide usage 
present and view the infrequent indications 
for dialysis their use will restricted large 
centres. may not possible for all patients 
treated under these ideal circumstances, care- 
ful attention the details medical management 
the oliguric patient supplemented the judi- 
cious use exchange transfusion worthwhile 
alternative. The exit catheter, placed the iliac 
vein inferior vena cava, may filled with 
heparin and its end closed inserting lumbar 
puncture needle. The exchange procedure can then 


repeated any time indicated. 


The original French workers® suggested that the 
exchange procedure repeated every second day 
order remove amount urea calculated 
equal the amount which would pro- 
duced two days. the case reported here, 
the clinical state the patient determined the 
initial use exchange transfusion. the improve- 
ment was maintained throughout the subsequent 
days oliguria, the procedure was not repeated. 


SUMMARY 


The history the use cross transfusion and 
exchange transfusion the management renal failure 
has been reviewed briefly. 


The use exchange transfusion the management 
adult with acute renal failure due 
lytic transfusion reaction has been described. 


noted that severe thrombocytopenia, prolongation 
the bleeding time and prothrombin activity 
characterize the diathesis which exists 
immediately following the episode. 


The possible role exchange transfusion the 
management acute renal failure has been discussed. 
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SIXTH BAHAMAS MEDICAL 
CONFERENCE 


The Sixth Bahamas Medical Conference will held 
the British Colonial Hotel, Nassau, Bahamas, November 28- 
December 18, 1958, and ‘not the period December 1-15 
graduate Courses for General Physicians). Further informa- 
tion from: Dr. Frank, 1290 Pine Avenue West, 
Montreal, Que. 
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SUBJECT RECURRENT 
HERPES LABIALIS* 


NAGLER, M.D. and KLOTZ, 
Ottawa 


WHEN THE FIRST ISOLATION virus following 
fatal human infection was described Sabin and 
Wright the question immunological 
group relationship between this virus and those 
pseudorabies and herpes simplex was raised.? Gay 
and who independently isolated the virus 
from the same case, suggested that represented 
neurotropic strain herpes simplex virus. 1954 
Melnick and isolated virus from the 
central nervous system monkey which had been 
inoculated with stool specimen from human 
case poliomyelitis, The virus and also herpes 
simplex virus were found neutralized 
virus antiserum, human y-globulin and 
number individual sera obtained from apparently 
normal persons India and elsewhere. The 
authors concluded that there may exist partial 
immunological relationship between herpes simplex 
virus and virus. 


the fatal human case presented below, the 
existence recurrent herpes simplex lesions and 
the presence circulating antibodies herpes 
simplex virus did not appear influence the clini- 
cal course the superimposed ‘virus infection. 
The immunological relationship the virus isolated 
from the case and herpes simplex virus will 


described. 


CLINICAL AND PATHOLOGICAL MANIFESTATIONS 


M.S., years old, was engaged the 
control poliomyelitis vaccines and was mainly oc- 
cupied with the inoculation and autopsies Rhesus 
monkeys. was well until March 26, 1957, when 
developed headaches, chiefly located the occipital 
region, some pharyngeal pain swallowing and some 
localized the left side the scalp 
and face. Severe pain developed over the left eye 
the following day, with diplopia and vertigo. Hypal- 
gesia appeared the areas the left side the 
face within hours and persisted. March 
vomited and this for two days. March 29, 
the day admission hospital, began experi- 
ence sharp and stabbing pains over his chest which 
were not related respiration. the same time his 
temperature rose 102° and experienced chills. 
Otherwise the past history was unremarkable. There 
was history monkey bite injury related 
his work. 


Clinical Course 


admission the physical examination revealed 
Grade horizontal nystagmus with quick com- 
ponent the left. The left appeared 
*From the Virus Laboratories, Laboratory Hygiene, De- 


partment National Health and Welfare and the Civic 
Hospital, Ottawa. 
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less brisk than the right one. Hypalgesia was 
noted over the left half the face, extending over the 
left side the neck. The reflexes were all brisk and 
the Babinski sign was questionably negative. His blood 
pressure was 100/60 mm. Hg. abnormalities were 
found the cardiovascular system, respiratory 
abdomen, lymph nodes thyroid. His gait was un- 
steady. recent injury were noted his 
upper extremities face. The spinal tap yielded clear 
fluid with pressure 180 mm., containing one lympho- 
cyte per 

The possibility syringobulbia, stem 
angioma, neoplasm, abscess, multiple sclerosis 
encephalitis viral origin was first considered; miliary 
tuberculosis, sarcoidosis and subacute bacterial endo- 
carditis with septic brain stem embolus were later 
added the list diagnostic possibilities. the day 
following admission the patient experienced repeated 
attacks spasm chest and abdominal muscles and 
diaphragm. The physical examination revealed mild neck 
rigidity and mild Kernig’s sign. Chvostek’s sign was 
slightly positive. The blood calcium level was found 
8.9 mg. March the patient became more 
and more confused. His pupils very 
constricted and slight ptosis the eyelids was noted. 
His temperature rose 104° and remained that 
level with very little variation until shortly before 
death. The patient gradually lost consciousness and died 
April 1957, seven days after symptoms illness 
first appeared. 


Pathology 


autopsy was performed within four hours after 
death. Very few gross pathological changes were ob- 
served. The brain hemispheres appeared somewhat 
congested but there was sign purulent exudate. 
The dura mater presented its usual pearly-grey ap- 
pearance. Inspection the cord revealed 
logical changes. The thoracic and abdominal cavities, 
respiratory organs, cardiovascular endocrine 
system, gastro-intestinal tract, liver, spleen and kidneys 
showed gross abnormalities. 

Histological examination the spinal cord showed 
extensive degeneration and inflammatory changes, 
particularly the cervical area, tending diminish 
both directions. These changes were non-specific type 
and were similar those seen large variety 
encephalomyelitides virus origin. They included 
generalized severe cedema and focal in- 
filtrations polymorphonuclear leukocytes and mono- 
nuclear cells. The motor neurons showed marked de- 
generative changes leading poor 
The foregoing changes were entirely unselective, ‘show- 
ing predilection for any specific tracts. Inclusion 
bodies were not identified such. Relatively small 
foci demyelinization were also noticed, located 
mainly the cervical and thoracic areas the cord. 
The meninges were free from any inflammatory re- 
action. The changes the medulla and pons were less 
pronounced, being characterized only moderate 
cedema, some hyperemia and early degenerative 
changes the neurons. areas demyelinization 
were found the brain stem nor was there any cellu- 
lar inflammatory reaction. The cedema 
striking fields and was most extreme the 
periyascular regions. The cerebrum and cerebellum 
‘showed significant abnormalities, apart from mild 
vascular engorgement and some 
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Virus ISOLATION AND IDENTIFICATION 


Specimens brain, cord, spinal fluid, blood, 
lung, liver, spleen and kidney were removed 
aseptically autopsy and were immediately placed 
into tissue culture medium M150.° Suspensions 
the brain and cord specimens were inoculated into 
monkey tissue cultures, chick embryos, mice, 
rabbits and monkeys. Suspension the remaining 
specimens and stool specimen also taken 
autopsy were inoculated into tissue cultures and 
chick embryos. virus was recovered tissue 
culture passage from the lumbar, thoracic and 
cervical cord, midbrain, pons and medulla. 
virus was found the cerebellum, cerebral cortex, 
spinal fluid, blood stool. 


The attempts virus isolation the chorio- 
allantois nine-day-old chick embryos were suc- 
cessful with the suspensions the cord sections 
only, particularly with the cervical cord suspension, 
which produced numerous, partly confluent lesions. 
These lesions looked very similar those caused 
herpes simplex virus. The virus was also isolated 
from the brains two rabbits which were 
inoculated with pool brain and cord sus- 
pensions. Both rabbits became paralyzed the 
third day after inoculation; one was sacrificed 
moribund condition that day, and the other 
died the fifth day. 


Groups four mice were also inoculated with 
the patient’s brain and cord suspensions. All mice 
inoculated with the cervical cord material died 
between the seventh and tenth day after inocula- 
tion; three out four mice inoculated with the 
suspension the pons succumbed after similar 
period time. One mouse each the groups 
inoculated with the lumbar and thoracic cord 
suspensions died the tenth day. All mice inocu- 
lated with suspensions the midbrain, medulla 
and cerebellum remained well. 

Two monkeys were injected, the thalamic 
region the brain and the lumbar cord, with 
pooled suspension brain and cord tissue the 
case, employing similar technique that used 
the safety testing polio vaccines. Cortisone, 
100 mg. amounts, was given intramuscularly the 
day injection and the day following. The 
animals showed clinical symptoms during 
observation period three weeks, after which 
they were sacrificed. Their neural system was re- 
moved for attempts virus isolation 
logical studies. Pre-inoculation and post-inoculation 
blood samples were also obtained 
animals. viral agent was isolated from the brain 
and cord specimens and antibodies virus 
were found the sera these animals. The histo- 
logical examination their neural systems revealed 


abnormalities, apart from some residual lesions 


the lumbar regions the cord, due the inocu- 
lation trauma. 

The identity the viral agent was established 
neutralization tests monkey kidney tissue cultures. 
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tissue culture suspension representing the second 
passage the cervical cord and containing 10° 
(tissue culture infective doses) the virus 
was used these identification tests. Serial dilu- 
tions two virus antisera (No. 291 and No. 547, 
kindly supplied the Connaught Medical Re- 
search Laboratories, Toronto) were added ali- 
quots TCID,, the virus. After storage for 
hours room temperature the mixtures were 
inoculated into monkey kidney tissue cultures and 
were observed for seven days. Similar titrations 
were carried out with human sera (with and with- 
out antibodies herpes simplex virus) and with 


monkey sera containing antibodies the polio 


viruses. was found that both virus antisera 
pathic activities the virus, while inhibition 
was observed with any the other sera, used 
that ten the herpes simplex antisera used these 
tests were obtained from persons who had been 
close contact with rhesus monkeys for number 
years. None these individuals therefore ap- 
peared have experienced inapparent virus 
infection the past. 


The serum Dr. M.S. also contained neutraliz- 
ing and complement fixing antibodies herpes 
simplex virus which did not vary titre with the 
samples taken before and during his illness and 
post mortem. antibodies virus had de- 
veloped during the course his illness. would 
thus appear that the presence antibodies 


herpes simplex virus the serum individual 


does not protect him against virus infection. 


The viral agent isolated from the chorioallantois 
chick embryos was successfully transmitted 
monkey kidney tissue cultures and was found 
identical with that isolated direct tissue 
culture. The virus antisera mentioned above 
were titrated the chorioallantoic membrane 
(CAM) chick embryos against the strain 
herpes simplex virus. The sera dilutions 
were added aliquots virus suspensions 
containing approximately 500 CAM infective units 
per ml. (calculated from pock counts) 
mixtures were stored for 114 hours room tempera- 
ture before inoculation. Both sera completely in- 
hibited the formation specific lesions the virus. 


SUMMARY AND CONCLUSION 


fatal virus infection person subject re- 
current herpes labialis has been described. The clinical 
history, the course the disease and some the 
histopathological findings vary from those previously 
described the literature. 

history monkey bite was available this 
case, and neither primary vesicular lesion nor 
ascending paralysis the extremities was present. 

The histopathology revealed foci demyelinization 
the cord sections not unlike those seen cases 
multiple sclerosis, and not described with previous 
cases virus infections. Areas focal necrosis 
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throughout the viscera, described with those cases, 
were not encountered this instance. 

The point maximal involvement the cervical 
cord would suggest the nasopharynx possible 
portal entry. 

strain virus was isolated from the cord and 
brain stem the case. The virus was not neutralized 
tissue culture herpes simplex antisera, including 
that Dr. M.S. appears therefore that antibodies 
herpes simplex virus the serum individual 
not protect him against virus infection. 
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MALIGNANT GRANULOMA 
THE NOSE* 


DAVID ROBERTSON; M.D. and 
MILLIKEN, F.R.C.P.[C.], Kingston, Ont. 


MALIGNANT GRANULOMA unusual and 
quent disease, characterized high mortality. 
Although many cases have been reported, only 
few reports contain both biopsy and autopsy find- 
ings. 


This 30-year-old waitress was well until October 
1956, when she noted nasal stuffiness and obstruction 
her right nostril. There was constant drainage from 
the nose and eyes, and frontal headaches and pain 
the right ear. She was admitted Hospital 
Kingston, December 26, 1956, for two days, and 
diagnosis subacute sinusitis was made. She had mild 
anzmia level 10.0 and sedimenta- 
tion rate mm. one hour (Westergren). Nasal 
decongestants, chloramphenicol mouth, 
hot compresses were started. 

She was readmitted January 20, 1957, complain- 
ing swelling the roof her mouth two weeks’ 
duration. Examination her hard palate revealed 
ulcer, 1.2 cm., with red overhanging edges and 
yellow necrotic base. similar lesion was noted the 
lower anterior nasal septum. Considerable foul-smelling 
yellow material exuded from both lesions. The re- 
mainder the physical examination was negative. 


Laboratory Studies 

Urine (voided specimen): numerous white cells, 
otherwise negative. 

Red cell count 3,600,000; Hb. value 10.8 
sedimentation rate (Westergren) mm. one hour; 
blood Wassermann reaction negative; Treponema 


pallidum immobilization (rubber- 


stoppered vial used); white cell count 5600 with 
normal differential smear. 


> 


*From the Departments Pathology and Medicine, Queen’s 
University and Hospital, Kingston, Ontario. 
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1.—Biopsy palate, January The 
inflammatory cells. The tissue 
shows non-specific polymorphous infiltrate, and mild hyper- 
plasia capillary endothelium. H.P.S. 123 


Culture hard palate ulcer: mixed flora, pre- 
dominantly streptococci; one week later, 
Klebsiella and “true yeast” isolated. 

Culture nasal ulcer: mixed flora with yeasts pre- 
dominating. 

Radiograph chest and paranasal sinuses: normal. 


Course 


Biopsy the nasal septum and oral lesion (Fig. 
revealed ulceration, marked cedema the submucosa 
and infiltration non-specific in- 
cluding large numbers plasma cells and lymphocytes. 
Capillaries appeared prominent because dilatation 
and endothelial swelling. Necrosis was restricted the 
superficial areas. Syphilis was suggested. Intradermal 
tuberculin test 1:100 O.T. was negative. She was 
afebrile throughout most her hospital stay. She 
received chloramphenicol (Chloromycetin) 
10-day course million units penicillin. Just 
before she left hospital, prednisone was started doses 
mg. and continued for about days. 

She was next seen March (Fig. 2). The lesions 
had enlarged and were accompanied severe pain 
and penetrating foul odour. biopsy taken from the 
palate this time (Fig. showed histological 
picture similar that the earlier specimen, although 
necrosis was more prominent. addition the non- 
specific exudate, occasional groups immature 
reticulum cells were found, showing irregular, vesicular 
nuclei and moderate numbers mitotic figures. The 
submucosal glands showed various degrees atrophy 
and degeneration. Special stains failed reveal signifi- 
cant pathogenic organisms, although large number 
bacteria, fungi and yeasts were identified the 
superficial portions the ulcer. She received two 
x-ray treatments these areas (200 the palate 
and 100 the nose, March and March 13). Painful 
swelling the nose, cheeks and eyelids occurred and 
the patient refused further radiotherapy. 

She was readmitted Hospital 
March 17, 1957, because the massive vomiting 
red blood together with general weakness and malaise 
one day’s duration. Results various laboratory 
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Fig. hard palate, showing overhanging edges 
and necrotic slough base. March 1957. 


studies were not significantly different from those 
previously recorded. Serum electrophoretic analysis 
showed slight increase the gamma globulin com- 
She soon developed high fever and marked dis- 
comfort. Sudroma, numerous antibiotics, 2-hydroxy- 
stilbamidine and finally ACTH plus prednisone mg. 
daily, were tried. Varidase and 40% formalin were 
applied the necrotic areas but the odour persisted, 
and the lesions extended. Demerol, morphine and 
chlorpromazine (Largactil) were required for sympto- 
matic relief. Soon several teeth fell out and the necrotic 
slough destroyed the entire hard palate and most 
the facial bones, involving well the nasolabial folds. 
The facial swelling increased and she was extremely 
toxic and ill. Acute respiratory obstruction occurred 


Fig. 3.—Biopsy March 1957. The infiltrate con- 
sists largely macrophages, and occasional cells with 
vesicular irregular nuclei. Degenerating glandular elements 
are seen. H.P.S. 244. 
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and she died June 22, 1957, about seven months 
from the time she first consulted her physician. 


FINDINGS 


Gross Examination 


external examination, there was extreme wasting 
and peripheral cyanosis. The face was markedly swollen 
and deep ulceration was present both nasolabial 


folds. The roof the mouth was destroyed except for 


narrow ridge soft palate posteriorly. The alveolar 
processes the were necrotic and the remain- 
ing teeth loose. Dissection the nose and accessory 
sinuses revealed that the nasal septum and the lateral 
walls the nasal cavity were completely destroyed. 


-There was extensive necrosis the walls the 


ethmoid, sphenoid, and maxillary sinuses, 
areas were filled with yellowish, thick foul-smelling 
pus. The orbital and cranial cavities were not involved 
the process. 

The right lung weighed 350 and the left 450 The 
cut surfaces both were mildly and exuded 
small amount yellowish frothy fluid. The left lower 
lobe was somewhat nodular and firm. 

The kidneys weighed 165 each and the external 
surfaces showed slight irregular, coarse cortical scarring. 
There was good preservation cortical substance. 

The remaining organs had significant gross 
changes. 


Microscopic Examination 


Sections taken from the nose and sinuses showed 
extensive necrosis. the edges the lesion, the sub- 
lymphocytes and plasma cells, with smaller numbers 
macrophages. There was marked and 
some endothelial proliferation. other 
tissue, including bone, was completely destroyed, 
leaving eosinophilic debris infiltrated great variety 
cells, principally macrophages and lymphocytes, but 
very few eosinophils and giant cells (Fig. 4). these 
areas, bizarre reticulum cells were again seen; some 
sites these constituted the bulk the cells found 
(Fig. 5). These cells were large, with irregular in- 
dented folded nuclei containing scant irregularly 
clumped chromatin and small eosinophilic nucleoli. 
Very little cytoplasm was present. Mitoses were in- 
frequent. Sections the soft palate showed cedema, 
early fibrosis and infiltration chronic inflammatory 
cells. 

necrotic portions the lesion. these areas, multi- 
plicity bacteria, fungi and yeasts were seen, and 
were thought secondary invaders, rather than 
etiological agents. 

The lungs showed acute emphysema 
cedema. Minimal changes bronchopneumonia were 
found sections the left lung. Mild chronic pyelo- 
nephritis was present both kidneys. 

The remaining organs did not exhibit pertinent 
pathological change. None the tissues, including 
regional lymph nodes, showed reaction similar 
that the nasal and paranasal tissues. There was 
evidence arteritis any part the body examined. 

The anatomical diagnosis was malignant granuloma 
the nose and accessory sinuses, with death 
result respiratory obstruction. 
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Fig. 4.—Tissue from nose obtained autopsy. Extensive 
necrosis seen. consists macrophages, 
lymphocytes, occasional polymorphonuclear leukocytes and 
occasional reticulum cells. H.P.S. 244. 


The first case malignant ganuloma the nose 
was described McBride 1953, Levan 
collected cases from the literature and added 
his own. 


The literature this subject complicated 
large number synonyms, including lethal 
granuloma, gangrenous osteomyelitis, osteomyelitis 
necroticans faciei, granuloma gangrenescens, and 
idiopathic midline granuloma. second source 
confusion that, the early literature, instances 
syphilis, tuberculosis and variety fungus 
infections were included under this term. 1939 
noted that many the cases described 
under these various headings were indeed examples 
generalized granulomatous disease involving 
not only the nose, but also lungs, kidneys, and 
occasionally other organs, associated with 
generalized acute necrotizing arteritis, The syn- 
drome described Wegener usually terminates 
renal failure. The relationship this disease 
malignant granuloma the nose uncertain. 
Godman and Churg? have suggested that they are 
closely related. thinks that while 
intermediate forms uccur, Wegener’s granulomato- 
sis presents different pathological picture, many 
giant cells and eosinophils being present, whereas 
the isolated form, illustrated this case, charac- 
terized histiocytic pleomorphic response. 
would appear most probable that malignant 
granuloma the nose constitutes distinct entity 
which there dissemination lesions and 
arteritis, whereas granulomatosis 
more closely resembles hypersensitivity angiitis. 
There little value giving the same name 
conditions with widely divergent clinical patterns 
these unless concrete evidence available that 
they are indeed variants the same process. 


Fig. 5.—High power, showing cells with irregular vesicular 
nuclei and scant cytoplasm. H.P.S. 972. 


Malignant granuloma appears involve males 
and females with equal frequency and most 
common the age group 25-45. The classical 
history essentially similar that presented 
the present case. There first nasal stuffiness and 
discharge, later followed ulceration the nasal 
septum and palate, and finally extensive destruc- 
tion the bones the face necrotic process, 
often with external ulceration, and occasionally 
with involvement the orbit. 
common and occasionally great cause 
death. There marked cachexia and The 
process accompanied very foul penetrating 
odour. The mortality extremely high. re- 
ported improvement with irradiation three 
four cases, and recently found recurrence 
five years, one case after 300 divided doses. 
Response ACTH has been but the 
follow-up period was probably 
length much significance. would in- 
teresting speculate the results wide 
excision lesion; this has not been reported 
the best our knowledge. 


Microscopically there first cedema the 
submucosa, with infiltration histiocytes, plasma 
cells and lymphocytes. Extensive necrosis occurs 
the lesion progresses. Large pleomorphic “histio- 
cytes” have been There usually evi- 
dence organization. generally agreed that 
the histological picture not specific, and that 
extensive search must made both culture 
and the biopsy specimens for specific causal 
organisms. The differential diagnosis includes 
tuberculosis, syphilis, various fungus diseases, 
leprosy, yaws and the lymphomata. therefore 
diagnosis exclusion, requiring close clinical and 
pathological correlation. 


The etiology the condition not known. 


generally regarded inflammatory rather than 
neoplastic and various authors have suggested that 
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infection. so, unusual not obtain better 
response with antibiotic therapy. have 
pointed the apparent relationship between this 
and granulomatosis and have suggested 
hypersensitivity factor. not believe there 
close connection between the two. our case, 
the histological pattern not suggestive hyper- 
sensitivity, there being eosinophils giant cells 
and arteritis. The possibility that this may 
form lymphoma has been considered those 
cases which pleomorphic reticulum cells have 
been prominent. this case, have been im- 
pressed the apparent progression from simple 
non-specific inflammatory exudate one which 
bizarre cells are conspicuous component the 
lesion. this respect, the disease resembles mycosis 
fungoides; however, the clinical and pathological 
pictures the two are clearly separable. While the 
etiology not known, the legion appears 
histiocytes and pleomorphism predominating. 


SUMMARY 


have presented the clinical 
findings case malignant granuloma the nose 
and accessory sinuses. Our case represents the localized 
form the disease, which believe should 
classified distinct from Wegener’s granulomatosis. 
Theories etiology this rare lethal disease have 
been mentioned. Its nature 
Wegener’s granulomatosis remain determined. 


The authors wish thank Dr. McBroom, Chief 
the Department Otolaryngology Dieu Hospital, 
Kingston, for permission report this case. 
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SHORT COMMUNICATIONS 


THE USE TRIAMCINOLONE 
(Aristocort) SELECTED 
DERMATOSES* 


BEN KANEE, 
Vancouver, B.C. 


1949 and ACTH the 
medical scene, followed shortly thereafter hydro- 


*Read the Annual Meeting the Canadian Dermatologi- 
cal Association, Halifax, June 19-21, 1958. 
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cortisone. Since the discovery these drugs, 
dermatologists have come appreciate their great 
contribution the management many diverse 
and troublesome diseases. Soon after these drugs 
were general use, became apparent that ACTH 
and the corticosteroids were not curative but in- 
stead produced great and subjective results 
solely their anti-inflammatory and antiphlogistic 
effects. Side effects soon became known, and 
all have seen patients showing disturbance 
electrolytes with sodium and water retention, 
potassium diuresis and the more serious complica- 
tions, such gastric ulcers, osteoporosis, psychosis 
and lowering resistance infections. These com- 
plications have greatly limited the usefulness 
these drugs. 


major step was taken reduce the incidence 
unfavourable reactions steroid therapy 
with the development the analogues 
cortisone and hydrocortisone, namely prednisone 
and prednisolone. The search for 
adrenal cortical hormones continues attempt 
find one that will have the 
inflammatory and antiphlogistic effect and yet 
manifest few none the known complications. 


This preliminary report deals with the clinical 
investigations new synthetic steroid triamcino- 
alpha-hydroxyprednisolone. 


interest triamcinolone was further stimu- 
lated favourable report its use 
the treatment severe intractable and generalized 
psoriasis and favourable comments 
the drug used alopecia areata. This paper 
limited the following dermatoses: psoriasis 
vulgaris, systemic lupus erythematosus, generalized 
scleroderma, dermatitis herpetiformis and alopecia 
areata. Only the cases lupus erythematosus 
and scleroderma were steroids used previously, and 
these two diseases comparative evaluation 
attempted regard therapeutic effects and side 
reactions. 


Patients were seen the outset weekly and 
later every two weeks. Depending the results, 
the follow-up ranged from two weeks six months 
and the majority cases still continues. Before 
triamcinolone therapy was instituted, the following 
investigations were carried out obtain control 
for future evaluation: complete blood counts, sedi- 
mentation rate, reading, fasting blood 
sugar, and serum sodium and potassium estimations. 
Weight and blood pressure were recorded and 
inquiries were made past history peptic 
ulcer and diabetes. These studies were repeated 
regular intervals. one case gastro-intestinal 
radiological study was undertaken and will 
reported later. 


OBSERVATIONS 


the comparative evaluation triamcinolone 
and other steroids the treatment systemic lupus 
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TABLE TRIAMCINOLONE AND OTHER STEROIDS TREATED SysTEMIC 


Age Disease, Prednisone Triamcinolone Duration 
duration mg. dosage dosage mg. dosage triamcinolone 
No. years Sex Maintenance Maintenance Maintenance therapy 
continuing 
Case Good Fair Poor 
No. Prednisone Methylprednisolone; 
triamcinolone 
Results No. Prednisone and 
triamcinolone 
No. Prednisone and 
triamcinolone 


erythematosus and generalized scleroderma, was 
noted (Table that these patients tolerated this 
new drug well prednisone (Meticorten) and 
methylprednisolone 


the two patients with systemic lupus erythe- 
matosus, one (Case initially did very well with 
small doses prednisone during hospitalization, but 
return house and office work the daily dose 
requirement rose mg. order keep her urine 
and her sedimentation rate within near 
normal limits. This large daily dose resulted moon 
face and some acne. changing over triamcinolone, 
there was improvement her facies required 
daily dose mg. Hirsutism became quite notice- 
able this dose, addition dilated venules and 
telangiectasia her lower extremities, and she com- 
plained tiredness. present she methylpred- 
nisolone and her daily dosage requirement gradually 
being decreased. present mg. and she 
feeling better subjectively although retaining features 
similar those seen Cushing’s syndrome. 


the other hand, the second patient with systemic 
lupus erythematosus (Case 2), who had originally 
been maintained cortisone and who showed con- 
siderable improvement with prednisone for the past 
two and one-half years, now triamcinolone with 
still greater improvement. the last six months 
this therapy she has gained lb. and her 
globin has risen from 10.4 (71%) 14.2 
(98%). The rose from 35% 47%. This 
woman volunteers the information that she feeling 
better triamcinolone than prednisone. 

Finally, patient with generalized scleroderma 
(Case has been triamcinolone since November 
26, 1957, and daily maintenance dose mg. 
compared with mg. prednisone and with com- 
parable clinical and subjective improvement, although 
she gradually losing weight (from 105% Ib. 101% 
and has bouts anorexia and which may 
due the drug intermittent influenza. 
Her hemoglobin November 15, 1957, was 9.5 
(65%) and May 21, 1958, was 9.3 (64%); 
the corresponding readings were 37.5% 
and 33%. 


TABLE THE RESULTS THE TREATMENT WITH TRIAMCINOLONE ONLY 


Therapy duration 


and dosage Weight Side reactions 
Duration 
arthritis, 
plaque, 


gain. 


. 
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TABLE Reactions TRIAMCINOLONE 


Daily Gastro- Telan- 
Case dose Dizzi- intes- Leg giec- Weight 
No. Disease inmg. ache tinal sutism loss 
Generalized 
scleroderma 8-12 
psoriasis 
12-16 


The above three cases show evidence hyper- 
tension, electrolyte disturbance change fasting 
blood sugar date. 

The results triamcinolone two cases derma- 
titis herpetiformis showed complete failure dosage 
used, and this disappointing view the excellent 
results reported Rein, Fleischmajer and 
However, since these cases require daily main- 
tenance dose sulfapyridine for clinical and 
subjective relief, may that the initial suppressing 
dose for these patients should have been higher. 


The results date the treatment fairly 


tensive alopecia areata the scalp with triamcinolone 
are encouraging. The first patient, new case with 
previous treatment any kind, showing evidence 
regrowth hair after three weeks mg. triam- 
cinolone. The second patient has been subject 
recurring lesions for years. The present attack 
one year’s duration and new lesions are appearing 
despite conventional therapy. also the same 
daily dose mg. With comparable evidence 
regrowth. Both these mén tolerate the drug well and 
have complaints. 

Most the six cases psoriasis selected for treat- 
ment with triamcinolone (Table II) had fairly extensive 
lesions, and pruritus appeared common com- 
plaint. One was struck with the quick relief from 
the pruritus within hours, and was 
interesting that when reduced dosage caused the lesions 
reappear, they were not associated with pruritus. 
Lesions showed clinical evidence beginning in- 
volution within week when the daily dose was mg. 
With involution near involution the lesions, the 
average maintenance dose for this improvement ap- 
peared vary from mg. None these cases 


TABLE 


had any previous steroid therapy. Case triam- 
cinolone had stopped because the development 
symptoms gastric ulcer, although gastro- 
intestinal radiographs were negative. 
symptoms cleared when the drug was stopped. 
also expressed disappointment the lack 
cure. 

Case also developed gastric complaints and 
decided stop the drug; however, the reappearance 
the lesions and pruritus, and view the very 
favourable result while triamcinolone, the patient 
asked put back treatment. starting dose 
mg. again doing well (without gastric 
complaints). He, together with four other patients, 
still treatment and progressing satisfactorily 
long adequate daily dose maintained. 

date, none these six cases shows any laboratory 
evidence electrolyte disturbance, change fasting 
blood sugar level, hypertension. 


REACTIONS TRIAMCINOLONE 


and large, the reactions noted date 
this small series (Table III) are not serious. 
mentioned above, the drug was stopped only 
one case because side effects (gastric com- 
otherwise they were minor nature, 
including features Cushing’s syndrome moon 
face, hirsutism, acne, telangiectasia, dizziness, flush- 
ing, lack energy, tiredness and loss appetite. 

the observation period relatively short, one 
will have await further studies for final ap- 
praisal this drug, both regard its efficacy 
and potentiality for serious complications. 


WITH TRIAMCINOLONE ORAL 


Disease Cases dosage range Good Fair Poor 


*Result classified despite good clinical result while adequate dosage triamcinolone, because development 
gastric complication suggestive stomach ulcer and necessitating stopping triamcinolone. 


q 
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SUMMARY 


comparative evaluation triamcinolone (Aristo- 
cort) and other steroids made two cases 
systemic lupus erythematosus and one case 
generalized scleroderma. 


Two cases dermatitis herpetiformis failed re- 
spond triamcinoline with dosage used. 


Triamcinolone the experimental treatment two 


cases alopecia areata appears exert favourable 
influence. 


Six cases extensive and pruritic psoriasis showed 
marked clinical and subjective response while being 
maintained adequate dosage. 


Side reactions series patients treated with 
triamcinolone are noted and discussed. 


Triamcinolone appears have potent anti-inflam- 
matory and anti-pruritic effects. 


Triamcinolone (Aristocort) used these cases was 
generously supplied Dr. Gordon Dempsay 
Lederle 
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SERUM PENICILLIN LEVELS AFTER 
THE ORAL ADMINISTRATION 
LONG-ACTING TABLET 


PALAYEW, M.D.,* and 
LUBINSKI, Montreal 


PROBABLY CORRECT assume that the incidence 
tients Welch al.? recently conducted 
survey which covered hospitals comprising 
roughly one-third all the general hospital beds 
the United States. There were records 2517 
penicillin reactions. More important the fact 
that 792 were categorized anaphylactic reactions, 
and that 734 these, with deaths, occurred 
after intramuscular injections. There were 
deaths amongst the group who suffered 
similar reactions after oral administration peni- 
cillin. Nine anaphylactic reactions, with deaths, 
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*Department Surgery, Jewish General Hospital, Montreal. 
Bacteriology, Jewish General Hospital. 
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followed various other methods administration. 
our knowledge, fatal reactions after oral 
administration penicillin have thus far been re- 
ported. 


Since the number “life-threatening” and fatal 
reactions which can follow the administration 
penicillin appear the increase, the unneces- 
sary use penicillin, and antibiotics general, 
must deprecated. Some these serious con- 
sequences may also averted if, addition, the 
usual precautions are taken. 

With correct clinical and diag- 
noses, penicillin remains the antibiotic choice 
for wide variety bacterial For this 
and previously mentioned reasons, undertook 
measure serum penicillin levels after oral admin- 
istration specially prepared tablet 


TABLE LEVELS AFTER THE ADMINISTRATION 


Penicillin units per ml. serum 
hours after dose 


Patient 
0.64 1.0 0.54 0.36 0.30 0.23 
0.58 0.32 0.29 0.105 0.09 0.066 
0.80 0.26 0.30 0.15 0.062 0.054 
0.32 0.54 0.17 0.12 0.17 0.15 
0.23 0.195 0.29 0.12 0.076 0.063 
0.36 0.125 0.045 0.17 0.04 0.026 
0.27 0.24 0.105 0.025 0.024 0.040 
0.92 0.80 0.46 0.17 0.10 0.06 
0.29 0.185 0.170 0.170 0.076 0.036 
0.215 0.120 0.076 0.145 0.040 0.026 
0.39 0.33 0.230 0.054 0.038 0.042 
0.255 0.14 0.185 0.028 0.024 0.0 
0.14 lost 0.30 0.07 0.026 
0.24 0.23 0.215 0.230 0.105 0.04 
0.215 0.047 0.045 0.125 0.062 0.062 
0.80 0.48 0.48 0.125 0.067 0.076 
0.30 0.72 0.42 0.15 0.09 0.034 
0.30 0.39 0.84 0.185 0.135 0.054 
0.039 0.125 0.42 0.160 0.125 0.033 
0.48 0.52 0.38 0.28 0.17 0.06 
0.54 0.46 0.135 0.074 0.038 0.026 
0.44 0.58 0.215 0.096 0.040 0.024 
0.58 0.42 0.30 0.37 0.125 
0.54 0.70 0.27 0.10 0.125 0.025 
Average 


positive 
values 0.420 0.377 0.286 0.155 0.091 0.054 


Summary: Hours after Average units/ml. 

No. subjects dose positive subjects Range units/ml. 
0.420 0.039 0.92 
0.377 0.047 1.0 
0.286 0.045 0.84 
0.155 0.025 0.37 
0.091 0.024 0.30 
0.054 0.024 0.23 


said possess longer lasting bactericidal action 
than other tablets. According the information 
furnished us, the tablet contains 500,000 units 
penicillin The tablet has inner core and 
outer shell. The penicillin contained within the 
inner core protected coating insoluble 
values below 6.5. The penicillin the outer 
shell immediately available for absorption. 


METHOD 


Twenty-four suitable patients the surgical 
service were selected for the study. The majority 
were ambulatory, and either had not been previ- 
ously treated had not received antibiotics 
chemotherapeutic agents for least hours 


before the test. was established that the serum 


*Supplied Messrs. Charles Frosst Co., Montreal. 
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such tablet patients, penicillin serum levels were 


1o 
majority, therapeutic serum levels were maintained 
throughout the entire 12-hour period. 
2 
The authors wish acknowledge the technical assistance 
Mrs. Alice Kudelska. 
REFERENCES 
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Hussar, AND L.: Antibiotics and anti- 


therapy, The Macmillan Company, New York, 

WELCH, al.: Antibiotic Med., 800, 1957. 

antibiotics, laboratory manual, Medical Encyclopedia 
Inc., New York, 1955. 


HOURS AFTER DOSE EAGLE, H.: Ann. Int. Med., 28: 260, 1948. 


Fig. 1.—This curve shows the average units per ml. penicillin 
the serum plotted against the hours after the oral administration 
special tablet (Falapen) containing 500,000 units potassium 


penicillin 


untreated patients had inhibitory action 
against the test organism. 8.00 a.m., each patient 
swallowed one tablet with about 100 200 c.c. 
water. Breakfast was taken 8.30 a.m. and the 
other meals were the usual times. Blood samples 
drawn and hours after the admin- 
istration the tablet were placed the re- 
frigerator. The following morning the specimens 
were centrifuged. The serum was separated, and 
assayed the cup plate method. The test organ- 
ism was Sarcina lutea. 


RESULTS 


The data Table give the individual serum 
penicillin levels stated hours, and the averages 
and ranges for the patients. the patients, 
therapeutic serum levels were maintained through- 
out the entire 12-hour period. (Nos. 10, 13, 21, 
and 24) the levels were slightly below the thera- 
peutic level hours. one instance (No. 
low serum levels were noted and hours; 
and another (No. 12) and hours. 
Fig. shows the average number units peni- 
cillin per ml. serum plotted against the hours 
after the tablet was taken. 


From these data appears that bactericidal 
serum levels penicillin were maintained for 
hours the majority our patients, after ad- 
ministration the tablet investigated. This 
achieved with some sacrifice, for blood levels one 
hour are somewhat lower than those which may 
obtained administration ordinary 500,000-unit 
tablets penicillin penicillin But with 
the latter, the aggregate during which 
bactericidal level penicillin exists the blood 
only four six hours. 


SUMMARY 


tablet containing 500,000 units penicillin and 
designed provide long lasting bactericidal levels 
penicillin has been tested. After oral administration 


THE TREATMENT 
WITH 
PHENYLBUTAZONE* 


ELINOR BLACK, Winnipeg, Man. 


THE SYMPTOM one for which 
there can single curative agent. The condi- 
tion causing the symptom must taken into con- 
sideration the matter treatment. the girl 
the menarche, may conditioned 
her mother’s memories and worsened the 
monthly maternal solicitude; explanation 
assurance usually the required treatment these 
cases. The next group consider are the older 
girls who are chronic state fatigue from too 
many extracurricular activities carried out along 
with their school work; here the over-expenditure 
physical and nervous energy must corrected, 
not only for the relief the but also 
the interests the girl’s general well-being. 

Another group comprised stenographers, 
shop-girls and teachers who sit stand through- 
out the day, eat inadequately, suffer from anzmia, 
spend their evenings sedentary entertainment, 
and who have neither the inclination nor the energy 
engage exercise which would lessen their 
postural pelvic congestion. Corrective exercises will 
much relieve this group 
and the same time will give the young woman 
the satisfaction being able cure herself. 

caused obvious pelvic lesions 
such endometriosis, fibroids chronic adnexal 
disease requires treatment the causal patho- 
logical condition. Surgery may required this 
group. 

Finally, there group women who have 
which causes inconvenience not 
total disablement, and whom cause for the 
symptom found. this group that the ad- 


*Read the Second International Congress Obstetrics and 
Gynecology, Montreal, June 1958. Phenylbutazone avail- 
able under the trade-name from Geigy 
Pharmaceuticals. 

Manitoba. 
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ministration phenylbutazone (Butazolidin) has 
proven effective affording satisfactory relief. 

Phenylbutazone used extensively the treat- 
ment arthritis has non-specific anti-inflam- 
matory, analgesic and antihistaminic properties. Its 
apparent effectiveness relieving dysmenorrhoea 
was found chance and Strazza 
and during the treatment arthritic 
women subject severe menstrual discomfort. 
These interesting observations suggested that trial 
the drug was warranted women who had 
that had not responded other 
types therapy, and who were finding the monthly 
pain, nausea and vomiting increasingly discom- 
moding. 

the present series the drug was first used 
May 1955, and has been prescribed for total 
patients who had failed respond other types 
therapy. Because known that phenylbuta- 
zone may cause toxic reactions such fever, rash, 
sore throat, hemorrhagic manifestations and water 
retention, was used with due consideration and 
only intractable cases. The youngest patient 
the series was years age and the eldest 
years. the patients, had apparently 
normal pelvis and four have endometriosis for 
which they decline surgical treatment. 

Phenylbutazone prescribed 100-mg. doses 
three times daily, starting two days before the 
expected period and continued throughout the 
first two days the flow, necessary. Although the 
peak plasma level the drug reported occur 
two hours after ingestion, has been found this 
series that the two days premenstrual therapy 
give better results than delaying its administra- 
tion until the onset the flow the pain. With 
the relatively low daily dosage and the limited time 
administration, there little danger the un- 
desirable side effects which have been encountered 
arthritis prolonged high dosage. Phenylbuta- 
zone has been prescribed “non-repetitur” 
prescriptions; this precaution serves keep the 
patients under observation and also prevents the 
women from passing the tablets fellow- 
sufferers whom other remedial measures may 
indicated. 

the women with apparently normal 
pelvis, seven failed report back and therefore 
are excluded from the assessment. the remaining 
22, six were completely free symptoms from the 
first period treatment and have since either de- 
creased the dosage discontinued the drug al- 
together. Thirteen patients have shown marked 
improvement and are able carry their usual 
duties during their menses. Two patients report 
marked improvement but require one two addi- 
tional analgesic tablets order stay work. 
All these patients report complete absence the 
nausea and vomiting which previously accompanied 
the pain. One patient reports improvement. 

the four patients with endometriosis, three 
report complete relief pain with the use 
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phenylbutazone tablets. The other 
marked improvement, but extra analgesia re- 
quired for complete relief. 

Therefore, can concluded that the 


cases which are assessed, the relief 


has been satisfactory 25. cannot claimed 
that two three monthly courses phenylbuta- 
zone will cure all cases women 
whom there appears element appre- 
hensive expectancy monthly torture, the relief 
symptoms for two three months may free 
them from what has become true psychogenic dys- 
such patients may considered cured 
they require further treatment. dogmatic 
conclusions can drawn from the small series 
cases presented, but phenylbutazone appears 
effective agent relieving which 
has been resistant other types therapy. 


SUMMARY 


The use phenylbutazone proved effective 
had failed obtain relief from other forms therapy. 


ADDENDUM 


Three additional patients have reported satisfactory 
relief with the use phenylbutazone. Two these 
had spasmodic and the third has endo- 
metriosis. 
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OPTIMUM FLOW RATE WITH 
EXTRACORPOREAL CIRCULATION 


Andersen Buffalo (Surgery, 43: 1021, 1958) dis- 
cusses the optimum flow rate when extracorporeal 
circulation being used and warns against low flow 
rates the following terms: 

“Although known that patients may tolerate 
certain duration shock and yet survive, one 
would argue that desirable state one 
deliberately encouraged. more reasonable 
suppose that extracorporeal circulation with sub- 
normal flow rate desirable except from the stand- 
point increasing the ease technical performance 
and permitting the use less-than-adequate pump- 
oxygenators. When low flow rates are used should 
with the realization that the factor time 
great importance, that the tolerance limited, and 
that physiologic abnormalities are being created which 
subsequently must corrected. The only possible 
justification for their use must lie the possibility 
protective redistribution blood flow low per- 
fusion rates which could maintain adequate blood flow 
the vital organs the expense the less vital. 
Further studies this subject and the actual 
tolerance various levels circulatory rate are 
progress; until these factors are better understood, 
must conclude that the safest course follow the 
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GREATNESS MEDICAL SCHOOL 


What makes medical school great? Its teaching 
faculty, its alumni both? The question was put 
one the speakers the recent outstandingly 
successful medical week Winnipeg, during 
which the provincial medical society celebrated its 
50th birthday and the provincial medical school 
its 75th birthday. After several days’ observation 
faculty members and the many famous alumni 
who had returned make their contribution 
memorable week, would very difficult for 
outsider answer the question this particular 
case. the one hand, the Manitoba medical 
school has undoubtedly been greatly favoured 
the past the presence devoted band in- 
spired teachers (some whom were present 
this anniversary meeting), and tradition has been 
created which must help the future development 
the school. the other, its alumni have gone 
out into the North American continent and beyond, 
and made for themselves very honourable names 
indeed, glance the list speakers the 
scientific program attest.* 

Perhaps would best say that each has 
played part building what now 
flourishing and forward-looking medical centre, 
and that they have been helped their environ- 
ment. For Winnipeg very good example 
what well-integrated Canadian city should be. 
appears have made good job assimilating 
the various racial elements, and have achieved 
well-knit and cooperative community. 
friendly atmosphere, the stage has been set for 
the development cohesive medical population. 
There was ample evidence this cohesion last 
month’s meeting. 

Only strong sense identity could have 
brought together the many distinguished alumni 
who graced the scientific program and filled the 
Selkirk Room the Royal Alexandra Hotel the 
inaugural dinner the Winnipeg General Hos- 
pital Alumni Association, brought the table 


full account the proceedings during the week 
October 6-10 will found page 768 this issue. 
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the Annual Dinner less than the past 
presidents the provincial medical society. 
great this power attraction that even strangers 
who have worked the province seem identify 
themselves with it, and become naturalized 
Manitobans. 

And this good thing. Although the Faculty 
Medicine the University Manitoba may not 
very ancient one numerically important 
one, possesses marked degree that attribute 
without which medical school can flourish—the 
attribute making its graduates feel that they 
belong family, and very good family too. 


_May never, grows strength and numbers, 


lose that sense family! And, might add, may 
never lose its present gift for making strangers 
feel home around its hospitable family board. 


Editorial Comments 
DIsTURBED RELAXATION 


Among the many symptoms which may inter- 
fere with sleep, the most perplexing are those 
occurring the the state between 
sleep and wakefulness. The best known these 
are probably the so-called 
tions and myoclonic jerks, both which are 
occasional events the lives many people. 

Nocturnal myoclonic jerks were studied 
Among patients who developed mani- 
festations epilepsy later life were some who 
had excessive liability this symptom, but 
found small group who suffered from nocturnal 
jerks much greater severity. This latter condition 
groups the condition was sometimes familial. 

the other symptoms which may arise this 
time the most carefully studied the condition 
“restless This consists the occurrence 
rest apparently indescribable sensation 
the legs, associated with “restlessness” the legs. 
This compulsion move the legs can controlled 
point beyond which movement becomes 
imperative. The condition not uncommonly 
familial and, minor form, said affect 
the its major, uncommon form, 
may interfere greatly with the life the patient 
and lead drug addiction and even suicidal in- 
tentions. 

recent article, discusses both 
conditions and notes the familial tendency and 
their occurrence, typically when falling asleep, but 
occasionally when just resting. stresses also the 
occurrence under these circumstances pains 
various types and the association pain with 
myoclonus some cases. feature which 
emphasizes the relief symptoms getting 
and walking about. This was also noted one 
Symonds’s cases. 

Behrman separates the cases into four groups— 
those with myoclonus alone, those with myoclonus 
and pain, those with pain alone and those with 
“restless legs”. considers them variants 


7 
4 
4 


Canad. 
Nov. 1958, vol. 


syndrome disturbed relaxation, which 
gives the name does not include the 
occasional, predormital myoclonus this syndrome 
virtue the exclusively predormital quality 
the former. speculates that these symptoms 
arise from altered state excitation the brain- 
stem reticular formation. 

Among those who have studied these symp- 
there general agreement upon the clinical 
details and upon the absence E.E.G. changes 
those with myoclonus,’ but little known their 
pathogenesis. The most cogent argument that 
Symonds, the effect that severe nocturnal myo- 
clonus epileptic variant and his view may 
buttressed the successful use anticonvulsants 
some cases. the various efforts establish 
pathogenesis for the other symptoms none has 
been successful, and more compelling evidence 
than present available needed before com- 
mon origin for these disparate states can ac- 
cepted. 

Whatever may ultimately shown their 
mechanism, these symptoms are not uncommonly 
the cause distress. Their diagnosis not difficult 
and the conditions with which they are most likely 
confused are ischemic neuritic syndromes 
affecting the legs. With respect treatment, the 
drugs most commonly used are barbiturates and 
minor cases this usually adequate. Aspirin 
effective many cases “restless and 
the group with pain. Symonds had success some 
cases nocturnal myoclonus with amobarbital 
(Amytal) large doses combined with dextro- 
amphetamine (Dexedrine) and, some others, 
with trimethadione (Tridione). Behrman noted the 
aggravation symptoms pregnancy and their 
rapid relief one patient after treatment iron 
deficiency anzemia. 
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TEMPORAL INTEGRATION 


Time and space have been much considered 
scientists every discipline; the physiologist 
they have common that neither simple 
sensory perception. Davis' has pointed out, 
distance sensory judgment achieved 
variety ways—for example, reduplication 
sense organs reduplication sensory data. 
Distance and space are less abstract entities than 
time, and the spatial integration movement and 
spatial factors perception have been investigated 
some detail. The organization movement 
time has been much less intensively studied, 
evident from the articles published from time 
time which this problem discussed. these 
the most searching, perhaps, that Lashley? and 
the most recent that 
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The earliest sustained investigation the 
temporal factors movement was Sherrington’s 
research upon the scratch reflex and upon other 
reflex variety these were described 
—self-stimulating reflexes, reflexes 
rhythmic reflexes—and many the principles 
neural action (the various forms spinal induction, 
for example) were elucidated. While the nature 
reflex response given stimulus innate 
the species studied, the key the understanding 
reflex action lies the isolation and study the 
“adequate stimulus”. This was repeatedly empha- 
sized Sherrington, not least apropos the 
scratch reflex, and dealt detail with the 
such reflexes the stimuli eliciting 
them. 


is, first sight, far cry from the analysis 
spinal mechanisms Lashley’s discussion, which 
draws its examples largely from the fields speech 
and behaviour, yet link perhaps found 
the investigations animal behaviour reviewed 
These scientists have studied the 
behaviour lower animals certain definable and 
easily recognizable sequences, such mating. 


The mating behaviour the stickleback takes 
place series steps, each which—whether 
the male female—is released the preceding 
reaction the partner. means dummies has 
been shown that any given step the performance 
this chain reaction released specific and 
simple stimulus—in some cases visual, different for 
each the links, others tactile chemical. 
given step not taken response pattern 
but single, often simple, aspect such the 
red colour the male, which the stimulus for 
one step taken the female. (The word simple 
used with reference the capacity the sense 
organ stimulated. 


Such behavioural sequences and spinal reflexes 
are both, sense, innate responses but 
striking that, their dependence upon the ade- 
quate stimulus, such disparate processes should 
closely parallel one another and that the 
temporal integration behaviour, even simple, 
should found follow similar pattern other 
activities the nervous system. That innate 
behavioural sequence should depend upon the 
serial presentation specific stimuli, although con- 
trary much previously held suggests 

ossibilities experimental approach along 
amiliar neurophysiological lines. Little information 
yet available upon similar studies mammals, 
and thought that instinctive mammalian 
behaviour dependent upon complex stimuli, 
pattern, rather than upon limited number 
non-specific stimuli. The extension such studies 
mammals has obvious importance the medical 
profession well biology. 
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756 AND COMMENTS 


TREATMENT GASTRIC ULCER 


Another assessment the relative merits 
medical and surgical treatment gastric ulcer has 
recently been published. Jones, Clements and 
Pearson (A.M.A. Arch. Int. Med., 
1958) reviewed the records 161 patients 
whom the x-ray examination had disclosed the 
presence gastric ulcer without definite evidence 
malignancy. Marginal ulcers and ulcerating neo- 
plasms were excluded. the total, cases (55% 
were treated surgically, because possible 
malignancy (37), (29), recurrence 
intractability (25), perforation penetration (7) 
obstruction (5). Eight cases carcinoma were 
found the surgically treated cases. One fatality 
followed operation, and the postoperative morbid 
conditions included dumping cases, diarrhoea 
cases, weight loss (10 and recurrence 
one case. Among the medically treated cases (75) 
there were recurrences, deaths, cases 
possible malignancy and not followed up; 
cases the ulcer was healed without recurrence. Only 
one the five patients who died did definitely 
carcinoma the stomach with metastases; two died 
causes unrelated the ulcer. the other two 
cases with large ulcer, operation was refused and 
was impossible rule out cancer cause 
death. Thus 25% the whole group were treated 
successfully without surgery. 

The authors conclude that most instances 
gastric ulcer should treated surgically, not only 
because the danger malignancy but because 
the high rate recurrence and because the 
patient’s problem may not adequately handled 
medical means (sic). Surgery usually success- 
ful, and operative mortality and postoperative mor- 
bidity are not unduly high. the other hand, 
feasible treat some cases medically, provided 
these cases are carefully selected. this respon- 
sibility assumed, the patient should ac- 
quainted with the risk such treatment and with 
the necessity rigid follow-up, which includes 
serial x-ray examinations and other measures. 


These authors show general fair approach 
the question surgical versus medical treat- 
ment gastric ulcer. fairly easy produce 
figures support one the other extreme attitude 
this disease. far the most impressive reports 
are those from Sara Jordan and her group, and they 
favour medical treatment with the warning that 
recurs, surgery should undertaken. this con- 
nection two points come mind. One the ade- 
quacy medical treatment. fairly obvious 
that are just paying lip-service medical 
treatment, waiting were for the 3-4 weeks until 
decently permissible perform the gastrec- 
tomy wanted from the start, large num- 
ber our gastric ulcer patients are not receiving 
adequate Actually the word 
“medical” misleading. The treatment 
called “total” “comprehensive”, because must 
take into account all the factors that may have 
caused the ulcer least contributed its de- 
velopment. Whether this treatment better ad- 
enterologist, who able treat patient not only 
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with diet, sedatives and antacids but also re- 
education eating and drinking habits and the 
importance stomach protection all times from 
physical and psychic trauma much possible, 
depends the circumstances. The team may have 
its uses but the enthusiastic gastroenterologist can 
produce far better results provided that his treat- 
ment not administered all the time with the 
thought the back his mind and the 
that operation is, after all, quick way out. 

The other surprising point the lack popu- 
larity gastroscopy. This not the place 
into its merits, but surely diagnostic bron- 
choscopy, and yet the latter examination carried 
out much more frequently. This discrepancy be- 
comes even more incomprehensible when one con- 
siders the salvage rates malignant disease de- 
tected early the two organs (the stomach and the 
lung) and the much more difficult nature bron- 
choscopy, which often necessitates general 
thetic. Like any other examination, gastroscopy 
depends largely the skill the examiner, but 
his skill depends the number gastroscopies 
performs, and his ability all times com- 
pare the present picture with that seen very re- 
cently. The casual gastroscopist much more 
difficult position than the operator who does maybe 
eight ten gastroscopies every week, but even 
can discover gross lesions which have not shown 
x-ray examination; this applies particularly 
gastric ulcers and more especially 


THERAPY RHEUMATOID ARTHRITIS 


After more than years its use rheuma- 
toid arthritis, chrysotherapy still being dismissed 
some whilst others have never wavered their 
wrote: “Intramuscular injections 
seldom lead any real improvement these 
cases, and any slight occasional gain offset 
the risk serious reactions.” Gold therapy once 
again gaining popularity now that the original 
excitement stirred steroid therapy has given 
way more balanced view the role 
steroids rheumatoid arthritis. The very avail- 
ability steroids has made chrysotherapy some- 
what safer and some cases has added its 
success. generally understood that every 
rheumatoid arthritis the basic treatment 
with rest, exercise, and improvement general 
health, outlined many textbooks and manuals, 
paramount. Where basic treatment alone fails 
arrest the progress the disease, gold therapy 
indicated, still the only means whereby 
remissions and arrest the crippling process can 
achieved significant number cases. 
Serious reactions from gold have become less fre- 
quent since lower dosage schedules 
duced, and they have faded into insignificance 
when compared with toxic reactions from other 
drugs which are such wide use present. 

Two papers read part before the International 
Congress Rheumatic Disease (Toronto, June 24, 
1957) reflect the present status gold therapy 
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rheumatoid arthritis and suggest ways improve 
its effectiveness. Smith al.? reported from the 
Benjamin Franklin Clinic Philadelphia that 
their experience toxicity was not serious hazard 
gold therapy. 

Having studied urinary excretion gold 
patients different dosages intramuscular gold 
salts, they found great variation the excretion 
from patient patient. This work enabled them 
confirm the findings Freyberg and co-workers, 
which they quote, that “the excretion gold in- 
creased larger doses were injected” and 
“did not increase after the amount gold injected 
was longer increased”. Patients who obtained 
remission arthritis from gold injections excreted 
approximately one-seventh the injected dose 
during the first week following injection, whereas 


those who failed respond treatment showed 


much larger excretion rate. Finally, those who 
showed toxic response the drug were found 
have excretion rates which were lower than 
one-seventh the dose. This led the authors 
evolve individualized program for gold treat- 
ment which gradual increase 
injection instituted patients failing show 
any response after weekly injections the 
standard dose mg. the last patients 
treated according this program have re- 
sponded with excellent good results. The re- 
maining three are still undergoing the treatment, 
and the authors believe that almost 100% success 
should with their individualized 
schedule. Lockie Maxwell, Norcross and Riordan* 
have observed total 3120 patients with rheuma- 
toid arthritis since 1932. Since 1940 they have been 
using gold therapy all patients with rheumatoid 
arthritis who were good health otherwise. They 
were able compare the records 507 patients 
who received gold therapy with 566 who had not 
received this treatment. Although their routine was 
different from that the group Philadelphia, and 
was arrived empirically, they show convincingly 
that the addition gold treatment the manage- 
ment rheumatoid arthritis afforded their patients 
20% better chance complete recovery con- 
siderable improvement. Even severe cases 
long standing, gold therapy was able produce 
marked improvement, observation which coin- 
cides with these observers’ own limited experience. 
Sensitivity reactions most commonly seen were 
glossitis and dermatitis and these usually subsided 
cessation therapy. some 50% the 
patients who exhibited these reactions was 
possible resume treatment with smaller doses. 
Oral therapy with antihistamines steroids and 
occasionally injections BAL have been used for 
severe reactions due gold salts. 

Both papers mention new more economical 
multiple dose vial containing 100 mg. per c.c. 
disodium aurothiomalate, which true solution 
and can measured with accuracy. This should 
further improvement the administration 
gold. 
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TIME 


Determination ovulation time women 
both academic and practical importance. Hurtig 
(this journal, 78: 681, 1958) recently reported 
simple test based the finding blood vaginal 
tampons, and Birnberg (J. A., 166: 1174, 
1958) and Doyle (Ibid., 167: 1464, 1958) have 
even more recently described test based the 
theory that the glucose level cervical mucus 
reaches peak ovulation time. their test, 
glucose-detecting paper attached tampon the 
test agent. 

Birnberg and Doyle make out good case for 
the theory that the contents the graafian follicle 
are siphoned from the ovum posterior cul sac 
into the fallopian tube, whence they travel the 
cervix; they found that the maximal glucose con- 
tent cervical mucus coincided with positive 
test fluid aspirated from the cul sac. 

However, these promising new findings should 
not prematurely applied clinically, particularly 
basis for contraception, Although glucose and 
frank occult blood have been obtained this way 
cervical tampons the apparent time ovula- 
tion, they can all found the same way other 
times the cycle. 

The test papers and tablets commercially used 
for testing for glucose and hemoglobin all contain 
orthotolidine. This closely related benzidine, 
known carcinogen, that frequent applications 
common cancer site must avoided. For 
the present should rely untreated vaginal 
tampons. Filter papers which the fresh tampons 
have been applied have also been dried, and 
tested the same way. The two-minute time 
limit set for reading these test papers and tablets 
eliminates the possibility false positives due 
other oxidizing agents normally present. 

The normal patterns that appear proven fertile 
healthy women must established 
controlled independent large series over several 
consecutive cycles throughout the intermenstrual 
period. These patterns will have related 
actual ovulation culdoscopy, laparotomy and 
biopsy and dating the fresh corpus luteum. 
standard method testing, reporting and machine 
recording should adopted some central 
agency that reports from different centres would 
mathematically uniform and useful. 

should measure the time lapse for 
the various follicle contents from ovum cervix 
the unmedicated patient. Graafian follicle con- 
tents should re-examined the biochemists 
for the specific characteristics easily detectable 
the cervix. 

the interval, all testing should done 
physicians, and for research purposes only. The 
anxious patient will subconsciously bring bear 
too many variables even the simplest test. Such 
results will useless statistically. 

Interested pathologists should take second 
look the normal ovary for the age the second 
corpus luteum the same cycle, the source the 
second non-identical twin. This second ovulation, 
which must occur least the same rate 
the birth non-identical twins, has been ignored 
all previous studies. does complicate things. 
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THE DECLINE MATERNAL 
MORTALITY 


The Department Health the Province Ontario 
has recently published study maternal mortality 
Ontario over long period time, showing its 
steady decline and the particularly marked decline 
deaths from infection. Another maternal mortality study 
appearing about the same time (J. A., 168: 
237, 1958) discloses similar state affairs Bronx 
County, New York State. During the years 1946 1957, 
the maternal mortality rate declined Bronx County 
from 16.3 per 10,000 live births. The greatest 
single factor reduction has been the fall deaths 
from infection. During the second study period, 1952 
1957, deaths from infection decreased 80%. 
fact, infection would eliminated leading cause 
maternal death but for the cases criminal abortion 
which often not respond antibiotics. well 
antibiotics, blood transfusion has helped reduce mor- 
tality from infection since hemorrhage and infection 
hand hand. Another important source infection, 
namely the long labour, has also become less common. 

deaths have declined the number 
qualified anzesthetists has increased. 

Maternal mortality from has also decreased 
43% during the past six years, even though still 
not know the cause Maternal deaths 
from have decreased 24% the last 
six years, mainly because the more liberal use 
available blood. Intravenous oxytocin drip has also 
lowered mortality. Replacement some dangerous 
manipulations section has also improved 
the situation. Anticoagulants and fibrinogen have con- 
tributed therapy thrombo-embolic disease. Treat- 
ment heart disease pregnancy has improved. 

Finally the continuing education physician and 
patient has been great ddvantage, have the more 
rigid hospital rules and regulations for obstetric practice. 


COMPLETE HEART BLOCK: 
FOLLOW-UP STUDY 


70% 278 patients with complete heart block 
examined Rowe and White (Ann. Int. Med., 49: 
260, 1958) between 1925 and 1955, coronary heart 
disease with without hypertension acute myo- 
cardial infarction was the cause. the remainder 
rheumatic heart disease, congenital heart disease, 
digitalis intoxication less common types heart 
disease were responsible. The Adams-Stokes syndrome 
occurred 38% patients and the mean survival 
time these patients actually exceeded that patients 
without these attacks. the coronary heart disease 
group, the mean survival time for all patients was 
slightly over four years from onset. 

There was history diphtheria 6%, and two 
cases the onset block could related directly 
that illness. 

all groups except congenital heart block and digi- 
talis-induced block, males predominated about 
Patients with congenital heart block had long survival 
time and were relatively free from 


Canad. 
Nov. 1958, vol. 


IMMUNIZATION TREATMENT 
CHORIONCARCINOMA 


Doniach and his colleagues from the Postgraduate 
Medical School London (J. Obst. Brit. 
Emp., 65: 553, 1958) report case history the 
hope that the treatment applied may given further 
trial. They deliberately attempted immunize patient 
with chorioncarcinoma using her husband’s cells. 
They previously removed her uterus and they then 
carried out group skin graftings from her husband. 
Before the skin grafting they also gave course 
injections the husband’s leukocytes. was thought 
that the resultant transplantation immunity induced 
boosted might effective checking the growth 
tumour cells, since half their genes are 
paternal origin. The patient’s prognosis after hysterec- 
tomy was three six months. She survived for over 
one year, clinically well, but developing local recurrence 
(treated with radium) and pulmonary shadows sugges- 
tive metastases. month two later she developed 
fresh symptoms and obvious metastases and was treated 
with anti-folic acid preparation, after which the 
lung shadows cleared and symptoms were relieved. 
After one year and seven months the patient feels 
well, and Hogben test urine negative. The 
authors urge that this treatment repeated elsewhere. 


EFFECTS MEPROBAMATE 
BRAIN-DAMAGED PATIENTS 


Meprobamate very valuable the symptomatic 
treatment patients with organic lesions the brain, 
and study Carter (Am. Sc., 235: 632, 
1958) proved the drug choice selected patients. 
was administered 105 institutionalized patients 
with varying degrees brain damage, which mani- 
fested itself behaviour problems distinct from 
associated with athetoid spastic cerebral palsy. 
other drug was given during the study. More than 
80% the spastic and 97% the athetoid patients 
responded with least moderate remission neuro- 
muscular symptoms. Behavioural problems almost 
vanished 57% the cases and were moderately 
relieved 97%. Improvement was maintained over 
two-year period while medication continued dosages 
3600 mg. daily. Many patients improved 
sufficiently benefit from physiotherapy psycho- 
therapy for the first time. The only side effect noted 
was drowsiness, and this occurred only patients. 


COXSACKIE INFECTION FROM PIGS 


small village Holland, there was explosive 
epidemic acute febrile and throat symptoms among 
the children. Convalescence sera the children showed 
very high neutralization index group Coxsackie 
type virus, and this virus was repeatedly isolated 
from the lungs young pigs the village suffering 
from virus pneumonia. The strain was first pneumo- 
tropic but after three passages was also myotropic for 
suckling mice. healthy pigs, intranasal instillation 
the virus caused virus pneumonia with specific anti- 
body formations.—J. Verlinde al.: Nederl. tijdschr. 
geneesk., 102: 1445, 1958. 
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MEDICAL FILMS 


the listing available films medical 
and related subjects, list below additional films. 
The films are held the National Medical and Biologi- 
cal Film Library and are distributed the Canadian 
Film Institute, 142 Sparks Street, Ottawa, Ontario. 
The evaluations have been prepared Canadian 
specialists the subjects the films, under the Medical 
Committee the Scientific Division the Canadian 
Film Institute, which headed Dr. Ettinger. 


OCCUPATIONAL AND PHYSICAL 
THERAPY 


Accident Service—1944; Sound; minutes. 


Produced Gaumont-British Instructional Limited, for 
the British Council. 

illustration various aspects the 
work Accident Services the United Kingdom. 

with good teaching value from the point view running 
accident service orthopedic department. Tech- 
niques and theories are excellent and up-to-date, Recom- 
mended for medical students and other interested medical 
audiences, and suitable for adult scientific and general 
audiences. 

Library ($3.00). For purchase apply Canadian Film 
Institute, 142 Sparks Street, Ottawa Ontario. 


The Functional Treatment Fractures—1935; Silent; 


Produced Pridie, M.B., F.R.C.S., Bristol Royal 
Infirmary. 

clinic, the reduction and fixation 
variety specific fractures. 

Appraisal (1945).—A good film its time, but much 
progress has been made since and the principles are not 
entirely acceptable now. Not recommended for, but may 
suitable for senior medical students, interns, general 
practitioners and Unsuitable for 
non-medical audiences. 

Medical and_ Biological Film 
Library ($3.00). Not available for purchase. 


Nursing Care Poliomyelitis. Part Treatment 
Spasm—1947; Sound; Colour; minutes. 


Produced the University Illinois’ Division Services 
for Crippled Children, Burton Holmes Films, Chicago. 

Description.—An instructional-training film, demonstrating 
nursing care poliomyelitis for the treatment spasm. 

very well produced film which 
adequately fulfils its purpose. Should particularly valu- 
able for instruction nurses and other personnel working 
with this disease, and also useful for instruction senior 
medical students and practitioners who will handling 
these cases. predominantly nursing film, however, 
and would not have wide appeal the medical profession 
whole. Unsuitable for non-medical audiences. 

Medical Biological Film 
Library ($4.00). Purchase from Division Services for 
Crippled Children, University Illinois, 1105 South Sixth 
Street, Springfield, Illinois. 


Nursing Care Poliomyelitis. Part Convalescent Stage 
—1947; Sound; Colour; minutes. 


Produced the University Illinois’ Division Services 
for Crippled Children, and Burton Holmes Films, Chicago. 

instructional-training demonstrating 
the nursing care the poliomyelitis patient the con- 
valescent stage, and dealing with physical 
therapy. 


Appraisal (1950).—Same for Part II. 
Library ($2.00). (Purchase same for Part II.) 


Sciatic Pain and the Intervertebral Disk—1945; Sound; 
Colour; minutes. 


Produced the U.S. Navy Department, for the Bureau 
Medicines and Surgery. 

instructional film, illustrating the eti- 
ology, pathology, diagnosis and treatment sciatica caused 
ruptured intervertebral disk. 

Appraisal (1947).—An excellent instructional film the 
highest quality. Recommended for senior medical students, 
interns, residents, and general practitioners. the 
viewpoint the specialist, completeness the 
pictorial presentation the most instructive aspect; what 
shown represents the best our present knowledge 
the condition. Also suitable for nurses and physiotherapists. 
Unsuitable for non-medical audiences. 

Medical Biological Film 
Library ($5.00). Purchase from United World Films Inc., 
1445 Park Avenue, New York 29, N.Y. 


Teaching Crutch Walking—1945; Sound; 
minutes. 


Produced Ted Nemeth Studios, for the Division 
Visual Aids the U.S. Office Education. Technical 
Advisers: U.S. Public Health Service. U.S.O.E. Nursing 
series. 

film, illustrating the roles 
the physical therapist and nurse teaching various 
methods crutch walking. 

Appraisal very effective film with good 
sequence and demonstrations. Recommended 
sional nurses, and for certain lay audiences such pa- 
tients and their families. Inappropriate for other audiences. 

Library ($150). Purchase from United World Films Inc., 
1445 Park Avenue, New York 29, N.Y. 


Working and Playing Health—1953; Sound; 
minutes. 


Produced Affiliated Film Productions for the Mental 
Health Film Board and the Department Public 
Welfare. 

portrayal the theory and practice 
recreational, and industrial therapy for mental 
hospital patients. 

good film and rather unusual 
presentation the subject. Sympathetic interpretation 
the problems both therapists and patients. While made 
primarily for professional education, suitable for 
interested lay audiences for medical, nursing, 
psychological, social and mental hospital personnel. 

Medical Biological Film 
Library ($3.00). Purchase from International Film Bureau 
Inc., East Jackson Boulevard, Chicago Illinois. 


Colour; Minutes, 


This film designed for professional and pre-professional 
showings teach the history, use, and application the 
modern urethral catheter. includes the preparation 
catheters for floor use, showing the correct procedures— 
washing trays group, assembling equipment, wrapping, 
tieing, labelling, dating and sterilization. The final sequence 
the film shows advance preparation urethral catheters 
for surgery. 16-mm. sound picture, may purchased 
for $10.00 black and white, $50.00 colour, from 
the Smart Family Foundation, So. Water Street, 
Chicago Illinois. can also rented from either the 
American Medical Association the American Hospital 
Association. 


(To continued) 
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AND 


WALTER CAMPBELL, 
Toronto 


HAVING BEEN ASSOCIATED with its development 
urbe condita and still finding intriguing, have 
chosen discuss the subject and 
hyperinsulinism. the outset seems desirable 
emphasize that these two conditions are not 
synonymous. The former represents symptom 
symptom complex; the latter organic dis- 
ease. True, there are common factors, but the 
differentiation extremely important for the diag- 
nosis and future well-being the patient. Clear 
differentiation may not easy the outset, but 
inadequate investigation leading unnecessary 
operation unnecessary and dangerous delay 
treatment still occurs, spite the fact that 
some 500 cases true hyperinsulinism have now 
been described. 


many other cases, the necessary in- 
formation for differentiation grew rather slowly 
and gradual accumulation facts eventually per- 
mitted the synthesis. should never forgotten 
that our present proud position modern medicine 
largely dependent fundamental investigations 
into natural phenomena—often seemingly unrelated. 
The debt clinical medicine science general 
enormous, and greater recognition this fact 
and greater support these sciences are essential 
further advancement the healing arts. Today, 
the emphasis progress more material ways, 
sometimes good themselves and sometimes lead- 
ing destruction. Even the latter, however, the 
byproducts are sometimes turned advantage as, 
for example, the development radioactive 
isotopes for investigation and treatment disease. 
While have faith history and confidence that 
progress medicine will continue, clearly evi- 
dent that greater support for our fundamental bio- 
logical sciences necessary for the good man- 
kind, and that this support must obtained 
greater efforts the medical profession who have 
larger appreciation their value than many 
other divisions our society. 


The histological picture the pancreas was in- 
the structures which subsequently called 
after him—the islets Langerhans—without, how- 
ever, venturing opinion their function. 
years later, clearly proved the 
existence internal secretion the pancreas, 


*From the Devartment Medicine, The University 
Toronto and Toronto General Hospital. Presidential Address 
the Royal Society Canada, Section Biological and 
Medical Sciences, read Edmonton, June 1958. 

grant from the National Research Council. 

This paper will also appear the Transactions the Royal 
Society Canada. 


acting the blood sugar, without ascribing 
the islets Langerhans. little later 
and put forward the view that 
the internal secretion was derived from the islands 
Langerhans, view which later received some 
support from the comparative anatomical stand- 
point the investigation and others 
the Teleost fishes which the “principal islets” 
are separate from the pancreas. Much investigation 
many able men followed. should admitted 
that several investigators actually produced some 
evidence internal secretion acting carbo- 
hydrate metabolism, but the problem remained 
“hopeful inconclusion” until the decisive investi- 
gations Banting and Best 1921.? 


During the middle the nineteenth century 
Claude initiated his important researches 
the liver and carbohydrate metabolism, and dis- 
covered glycogen and its relation the blood 
sugar and numerous other details related glyco- 
suria and diabetes. Bock and Hoffman’ (1874) 
demonstrated that the blood sugar diminishes after 
removal the liver, result which was confirmed 
and others, not only liverless but 
also liverless, depancreatized dogs. around 
this time that encounter the rapid rise bio- 
chief, Macallum, onetime President this 
Society, told 1912 that had read every 
important biochemical paper ever published 
English, French and German. What man could 
say the same today! Progress biochemical 
methods the foundation stone the rapid 
development knowledge concerning diabetes 
this era. Using the newer chemical methods plus 
new method hepatectomy, Mann and 
studied the symptomatology 
animals 1921; muscle weakness, loss reflexes, 
hyperactive reflexes, uncon- 
animals and were once relieved glucose ad- 
ministration. Their observations taught that the 
peculiar toxic symptoms arising administration 
pancreatic extracts animals were possibly the 
result This was quickly con- 
firmed Toronto, and developed thereby 
method for measuring the potency insulin 
these extracts which has been great service. 

During this same period quantitative regulation 
place qualitative alteration diets for diabetes 
made possible better outlook for many these 
patients. The emphasis 
ment led more serious study the 
requirements and his limitations, and added greatly 
our basic knowledge the disease. The newer 
methods blood sugar estimation were available 
the clinician also and were much used during 
treatment determine the progress made. For the 
milder cases tolerable regimen estab- 
lished and maintained for years; for the younger, 
more severely diabetic patients 
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nutrition prolonged the life expectancy, though 
great sacrifice. these more severely depleted 
countered, presumably when the small available 
stores amino acids were insufficient synthesize 
glucose, also occurs starvation from other 
causes. Some considerable care was required 
the application under-nutrition treatment 
such patients, but the symptomatology hypo- 
glyceemia was not knowledge separated from 
the other phenomena starvation this time. 
With the discovery insulin and the intense 
physiological investigation accompanying and 
the variation potency between the small batches 
insulin available, was inevitable that 
should encounter was fortunate 
that the signs had been studied 
and the effective remedy known. For 
the most part, objective signs were noted these 
Our first treated with insulin 
yielded more objective signs and added subjective 
symptoms not available animals. Gradually 
became apparent that there was rough correlation 
between the signs and symptoms encountered and 
the depth This was not, however, 
invariable, and even encountered patients 
severe without symptoms. There ap- 
pears aynamic element the production 
symptoms. When, later on, encountered 
hypoglycemia patients taking protamine zinc 
insulin, found that the blood sugar often 
quietly and very gradually stolen away without the 
production symptoms until dangerous levels are 
seen. 


The symptoms man are 
many and various: vague uneasiness, sense 
impending danger, mask-like face, dilated pupils, 
diplopia, pallor, flushing, tremulousness, hunger, 
nervousness, tremor, sweating, tachycardia, anxiety, 
faintness, excitement, emotional disturbances, 
vertigo, inco-ordination, mania, delirium, aphasia, 
disorientation, hallucinations, delusions, confusion, 
convulsions, bradycardia, low blood pressure, hemi- 
plegia, syncope, coma and also unjustified fatigue, 
nausea, depression, moroseness, lack ambition, 
and headache. Occurring diabetic, 
any these symptoms may mean hypoglycemia. 
Beware also the diabetic child who preter- 
naturally good much the one who obstreper- 
ous. Many people complain drawn feeling 
about the mouth and aberrations smell. Cir- 
cumoral pallor may early sign, 
tankerousness and vulgarity may indicate that the 
blood sugar too low. Negativism diabetic 
almost certain sign very low blood sugar. 

Convulsions frequently occur fasted animals 
given insulin—indeed, this one the methods 
establishing the potency insulin. Convul- 
were early noted and others, but 
the first three years found none, possibly be- 
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cause the fact that few children were treated 
us, but also because these emaciated, some- 
times almost moribund youngsters were already 
known excessively sensitive slight over- 


dosage insulin. Convulsions may also occur 


adults but are much more rare. They are relatively 
much more frequent the state 
patients with organic hyperinsulinism. 

Transient occasionally seen the 
older age group. usually short duration 
and repairs well. has been found diabetic 
patients receiving insulin and also organic hyper- 
insulinism. confirmation chemical 
examination the blood sugar level and other 
objective signs, may difficult trace the 
origin the hemiplegia. 

Death from hypoglycemia has occurred 
number diabetic patients taking insulin, 
well some cases organic hyperinsulinism. The 
amount the over-dosage, although not always 
obtainable since the patient himself may have taken 
large amount error, not necessarily large. 
Duration the period unconsciousness, during 
which the brain deprived glucose, more 
important factor. Such patients may not respond 
enormous doses glucose given intravenously for 
long periods. Oxygen high concentration may 
possibly some value these patients. 

After studying cases diabetes treated with 
insulin published second clinical 
discussing various aspects the use insulin, 
its symptoms, signs, dangers and cure. more 
extensive the blood sugar follow- 
ing insulin administration and the symptom com- 
plex was published the Journal 
Metabolic Research little later. 

One the important findings our early work 
insulin was that the blood 
sugar may readily lowered the normal level 
but further lowering resisted considerable 
degree, probably because the 
mechanisms which come into play. This true, 
not only normals but also diabetics. The 
practice, all too frequent, allowing some glyco- 
suria and raised blood sugar allegedly avoid 
hypoglycemia reaction, thus based error 
and leaves the patient diabetic during consider- 
able part the day, the consequent progression 
the condition and its disabilities being only 
somewhat less rapid than uncontrolled diabetes. 
The danger depleting the glycogen the 
sometimes supposed. well known that 
extremely difficult remove glycogen from heart 
muscle, much more difficult than the removal 
glycogen from liver voluntary muscle. This 
does not mean that there are not disadvantages 
and serious physical dangers, both acute and long- 
term dangers, hypoglycemia diabetics. Serious 
states under-nutrition, acidosis and infections 
and brittle diabetes, wherever 
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homeeostatic mechanisms are impaired, such 
cirrhosis the liver, hyperthyroidism, and Addi- 
son’s disease, impose special responsibilty the 
physician avoid but the greater 
majority diabetics are better treated the long- 
term view measures keep their metabolism 
within physiological limits. may taken 
good rule medicine that casual treatment 
mately brings its reward disappointment and 
disaster. 

physiological investigation the antidotes 
insulin animals revealed that 
glucose takes foremost place, with other sugars 
ranking after order their ease conversion 
glucose. Our studies man confirmed 
and added few more substances the list well 
the symptomatology man. early recognized 
that when glycogen available the liver, the 
injection epinephrine may used bring 
hypoglyceemic patient out unconsciousness. This 
safe enough the fat diabetic, but did not 
use the severely emaciated patient, because 
such patients the liver glycogen very low. The 
reasonably well-nourished diabetic today 
quite different regards glycogen stores, 
and one need not hesitate use epinephrine, but 
afterwards, pointed out, the patient should 
given carbohydrate soon can swallow. 
would prefer give 50% glucose intravenously 
whenever the patient cannot swallow. Subduing 
negativistic, maniacal diabetic may 
sometimes difficult. can remember 
policeman and myself being thrown opposite 
sides the room 18-year-old boy, with 
disastrous results the sterile glassware. Perhaps 
would have been easier give epinephrine that 
case. Our solution was the riot police- 
men. 


The repeated insult prob- 
able factor the development neurasthenic 
symptoms definite mental aberration some 
diabetics. The use the longer acting insulins has 
not simplified the problem. The intermediate grades 
may largely asymptomatic and 
exist for long periods without detection these 
patients. With adequate machinery the treatment 
the metabolic abnormality the diabetic 
ridiculously easy. The treatment the patient 
quite another matter. must highly individual- 
ized and applied with due reference his person- 
ality. The patient himself must have clear insight 
into the objectives treatment and bear part 
the load treatment, not fearfully and not 
callously, but with resolution and determination 
beat the game; and his physician must guide him 
lightly firmly his objective. Here the place 
where wisdom rather than knowledge important 
and herein lies the solution the 
problem for diabetics. 


The causes may divided into 
four main groups. 
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Relative overdosage administered insulin 
seen treatment and insulin 
shock treatment for mental disease. Factitious 
hyperinsulinism should included here. 

Hypoglycemia extrapancreatic origin, 
wherein incidental though 
important finding another disease. 

Classification convenience—a generalization— 
and the old maxim should remembered: “All 
generalizations are untrue, including this one.” 
not entirely satisfied that Group should exist 
independently Group but these cases present 


the unknown and furnish the most im- 


portant challenge our ability diagnose true 
hyperinsulinism. 

Hyperplasia and tumours the islands 
Langerhans—hyperinsulinism. 

The causes extrapancreatic 
origin are numerous but the patient will usually 
provide other evidence from history physical 
examination identify them. Starvation 
ready been mentioned cause, but must seldom 
encountered before advanced states emacia- 
tion have been attained, other causes combine 
bring about. Anorexia nervosa example. 
Other causes include: 

Impaired glycogen metabolism encountered 
liver disturbances, tumour, atrophy, fatty in- 
filtration, yellow fever, poisoning chloroform, 
phosphorus, arsenic and 
alcohol and many other chemicals, von Gierke’s 
disease and muscular dystrophy. 

Excessive use available carbohydrates, 
for example extreme fatigue, marathon races and 
infections, the later states status epilepticus. 
Lactation, pregnancy and renal glycosuria provide 
somewhat rare instances abnormal drainage 
the blood sugar. 

Loss damage normal antagonists, Addi- 
son’s disease, scleroderma, hypothyroidism, chromo- 
phobe pituitary tumours and Simmonds’ disease. 

Imperfect adaptation diet. This some- 
times seen young children, associated with cyclic 
vomiting and various also after massive 
gastric resection and sometimes hyperthyroidism. 
Appropriate treatment for the disease with provision 
carbohydrate when necessary that 
needed these cases, provided they are not com- 
bined with other forms 

Real difficulty diagnosis may arise separat- 
ing certain functional idiopathic 
from true hyperinsulinism. Let call them idio- 
pathic emphasize that there 
much unknown about them. True hyperinsulin- 
ism, however, the result disease the 
islands Langerhans. Dr. Seale Harris visited us, 
saw our hypoglyceemias, and went home and wrote 
about new disease which called “hyperinsulin- 
His acute observations separated out group 
people who develop mild degree hypo- 
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with minor symptoms thereof mid- 
morning. prefer call these idiopathic 
Like old soldiers these patients 
never die and thus the exact cause their dis- 
ability unknown. Perhaps were, they might 
found belong another group cases. 
Gibson and had previously pointed out 
that soluble carbohydrate ingestion first raises the 
blood sugar and may then followed period 
lowered blood sugar levels, sometimes but not 
always accompanied symptoms. This ap- 
parently functional resultant upon 
overstimulation oversensitive insulin release 
mechanisms carbohydrate ingestion. When 
people develop these episodes, 
necessarily prompts careful investigation 
distinguish them from organic hyperinsulinism, but 
they can adequately treated suitable adjust- 
ment the diet. 


Closely related this group patients group 
with marked instability the nervous system. The 
characteristic reaction these patients, besides 
the their inconsistent reaction 
various situations, largely emotional character. 
not impossible that some the former group 
eventually develop nervous instability, indeed 
often found the case the organic hyperinsulin- 
isms. These are most frequent women the 
fourth and fifth decades. Menstrual irregularities 
are not uncommonly present. Dietary adjustment 
effective these patients, but psychological 
assessment and treatment are also necessary re- 
habilitate the person. 


Dietary adjustment varies somewhat with the 
patient. There are two absolute prohibitions—no 
alcohol and soft drinks. Since protein but 
slowly available source blood sugar, 
used increased amount, but the decreased re- 
quirement for calories present-day occupations 
imposes upper limit the amount protein 
which may concealed the meals. have more 
than suspicion that some institutions the 
dietitian does not report the plate waste.) For the 
average woman 125 grams, the average man 140 
grams, protein per day all that desirable 
over long periods. Twenty-five grams more may 
indicated for larger people, heavier occupations 
and more lavish expenditure protein foods, but 
beware the time when the patient develops “that 
stuffed feeling”. the prelude dietary im- 
balance and recurrence the patient’s distresses. 
Carbohydrate should limited some 200 grams, 
the soluble carbohydrates being held low 
proportion. The problem desserts then arises, 
but less pressing now when many people omit 
them entirely. Custom works our advantage here. 
Artificially sweetened canned fruits have ad- 
vantage over the fresh fruit that much the 
carbohydrate leached out into liquid and 
neéd not eaten. There really necessity 
prohibit any carbohydrate food, but merely the 


need employ with discretion. The amount 
fat the diet, since contributes least the 
stimulus insulin release, may set provide 
the amount energy required daily the forms 


preferred the patient and the habits and customs 


his family. This the point where published 
fixed menus break down. They should used 
mere examples, subject almost infinite variation 
within their limitations. most cases the older 
statements caloric requirements are out 
date. With mechanical devices, the modern 
machinist expends less energy than bank clerk 
and may well envied grocery clerk. Avoid- 
ance hypernutrition should objective here. 
One might think that high fat diet after the 
pattern those formerly employed epilepsy 
would useful. does not work, largely for 
psychological reasons. You would not like either. 
Our usual custom three meals per day tends 
concentrate the impact carbohydrate the 
insulin release mechanisms too greatly. Smaller 
main meals with snacks between meals and 
bedtime are superior their results and pre- 
ferred the outset treatment, though many 
instances they may safely abandoned later. 

One other cause “hypoglycemia” should 
mentioned order that may avoided. This 
blood sugar estimation mg. should one 
profound scepticism, even accompanied 
suggestive symptoms, since this frequent 
normal people under 
stances. true syndrome can 
demonstrated repeatedly and furthermore can 
provoked glucose ingestion. Seale 
hyperinsulinism or, more properly, functional hypo- 
exists but uncommon, even rare, 
this country. For dietetic reasons may en- 
countered more frequently southern climates. 
readily controlled dietary adjustment. When 
hypoglycemia encountered patients with 
nervous instability, also may controlled 
dietetic means, but should never mentioned 
such patients, since enormously complicates the 
difficulties the neuropsychiatrist rehabilitating 
the patient. 

True hyperinsulinism results from hyperplasia 
tumour the islands Langerhans, producing 
insulin excess requirement and releasing 
unsuitable amounts unseasonable times. may 
encountered any age group from infancy 
old age and has predominant sex incidence. 

Hyperplasia exists infantile and adult form. 
Whenever the latter months pregnancy 
diabetic improves carbohydrate tolerance, 
must accepted that the fetus producing the 
insulin. significant that the condition 
invariably poorly controlled. The high blood 
sugar stimulates overgrowth the fetal islands 
Langerhans. birth, the infant, deprived 
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means disposal the excess insulin, goes into 
coma and dies unless promptly and 
effectively treated with glucose. Dosage carbo- 
hydrate may diminished from day day, and 
within week the child needs supplementary 
carbohydrate guard him. numerous fatal cases, 
the islands have been shown increased 
number and size and are hyperplastic. Relatively 
few cases the adult form have been seen and, 
the present, they cannot distinguished 
from the tumours preoperatively any clinical 
laboratory procedures. 

The islet cell tumours are two types—simple 
benign adenoma and carcinoma. The patient 
carefully and completely studied 
and his associates established the disease hyper- 
insulinism entity. This patient had car- 
cinoma the islets metastasizing the liver. The 
discovery insulin the metastases incidentally 
furnished further proof the insulin-producing 
function the islet tissue. Numerous cases 
metastases the lymph glands and liver are 
known. have encountered none. The first 
malignant, because certain features common 
malignancy were present, but further experience 
has convinced that was benign adenoma. 
The patient died years after operation without 
experiencing any further symptoms the dis- 
ease, and other patients with these characteristic 
tumour features have also survived for long periods 
without developing metastases. Short adequate 
resection there permanently effective treat- 
ment for true hyperinsulinism either hyperplastic 
tumour origin. The symptomatology hypo- 
that seen diabetics undergoing insulin reaction. 
patient with unusual behaviour facilitates diag- 
nosis. Many patients discover for themselves the 
suitable antidote for their hypoglycemia. Many 
employ excess, giving rise obesity, and 
some have come the physician for the relief 
the latter rather than their original disease. Obesity 
enormously complicates the work the surgeon. 
this account, well the relief obtained, 
dangers averted and the possibility that 
cinoma may removed before metastases have 
taken place, operation well-studied cases should 
not delayed unduly attempts dietotherapy, 
which can have only temporary effects most. 

When any unusual bizarre sign symptom 
occurs diabetic taking insulin, one should 
think hypoglyczemia. The safest procedure 
supply glucose some form immediately, intra- 
venously necessary. The effect should seen 
promptly, but this episode the result treat- 
ment with insulin are other factors involved? 
The diabetic not immune any disease (includ- 
ing have, for example, many 
cases hyperthyroidism and hypothyroidism with 
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diabetes, two with diabetes and Addison’s disease, 
and diabetics with liver disease are not infrequent. 
With good history and complete examination, the 
question should not prove too difficult. 

high index suspicion sometimes re- 
quired, but non-diabetic possible hypo- 
attack should, the first instance, 
cured glucose and stimulate investigation 
for conditions grouped under hypoglycemias 
extrapancreatic origin and, most particularly, Ad- 
dison’s disease and Simmonds’ disease should 
ruled out, since these patients may react badly 
provoked hypoglycemia, fasting and exercise. 


Differentiation between idiopathic 


and true hyperinsulinism may prove more difficult. 
The history the latter cases shows wide variation. 
Perhaps, many cases, the condition may 
traced back unexplained incident many years 
before, presenting evidence possible hypo- 
glycemia. Some time later another episode oc- 
curred, perhaps with different group symptoms, 
again suggesting Recovery some- 
times apparently complete, series minor 
episodes intervals through the years testify 
progression the disease. But also know 
patients whose first recognized attack was 
major severity, whom can 
demonstrated before breakfast, increased fasting 
and exercise and provoked glucose ingestion. 
Between the earlier episodes there may periods 
which may difficult induce attacks, when 
the fasting blood sugar normal, but this relative 
immunity always succeeded progression, in- 
creasing frequency and severity attacks. Un- 
diagnosed attacks are often lethal, but more fre- 
quently, prolonged attacks repeated attacks 
hypoglycemia produce disastrous results the 
central nervous system—coma, convulsions, hemi- 
plegia, epilepsy are often simulated temporarily 
and probably sometimes produced permanent 
injury; mental changes varying type and severity 
complete idiocy are encountered. sig- 
nificant that many cases have been discovered 
mental institutions. reported patient 
who, following prolonged unconsciousness from 
developed marked cerebral changes, 
changes peripheral nerves and muscle atrophy. 
Removal the adenoma permitted some improve- 
ment the cerebral changes with progression 
the muscle atrophy. There has been measure 
improvement subsequent years, leaving her 
somewhat irritable vegetable low mentality and 
considerable muscle impairment. re- 
ported (1938) two similar clinical cases and Lidz 
reported muscle wasting and 
cerebral damage further case. Tom and 
more recently observed such patient 
and published pathological examination confirm- 
ing the clinical findings such cases. They suggest 
that such changes may perhaps result more fre- 
quently than previously have appreciated. 
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The tragic consequences true hyperinsulinism 
are sufficiently apparent. With colleagues, 
must confess some impatience when patients 
are given the correct diagnosis and allowed 
remain under palliative treatment. The results are 
disastrous. Thirty years ago, operation the pan- 
creas was sufficiently dangerous give one pause. 
may still dangerous, especially when 
cated obesity, but other procedure now 
known provides adequate treatment for the con- 
dition. inconclusive investigation must re- 
peated until sufficient data are secured supply 
the correct diagnosis. Often diagnosis ex- 
clusion, but many cases are sufficiently obvious. 
There are other causes for marked low blood 
sugar before breakfast with the possible exception 
the crises Addison’s and Simmonds’ disease 
and these are readily diagnosed. The Whipple triad 
most important, but additional require- 
ment evidence previous good health and 
nervous stability before the onset symptoms 
valuable addition. must not confused with 
the evidences instability the nervous system 
which develop patients who 
numerous attacks many origins 
including hyperinsulinism. 

rightly emphasizes three criteria for 
the hyperinsulinism: 

Postabsorptive blood sugar values less than 
mg. per 100 ml. 

Symptomatic attacks which 
occur only when the patient fasting. 

cose, preferably 

Other measures some value 
provoked hypoglycemia, fasting exercise. 
Epinephrine injection and the administration 
insulin has not our hands added any evidence 
value diagnosis. Perhaps when the quanti- 
tative estimation blood insulin becomes more 
reliable, the demonstration excess insulin the 
blood may become valuable tool. 

The glucose tolerance test tool for differ- 
entiation has been criticized non-diagnostic, and 
that may sometimes so. Nevertheless, can 
occasion furnish useful additions the clinical 
picture properly carried out and correctly inter- 
preted. the onset, should realized that ad- 
ministration glucose without full knowledge that 
the carbohydrate content the diet has been 
adequate for days beforehand may yield misleading 
results. dose glucose, administered after 
hours’ fasting; should not less than 100 grams 
1.75 per kg. body weight. should succeeded 
fasting (or perhaps attempt, 
fasting and intermittent exercise) for long 
hours, with blood sugar determination inter- 
vals unless terminated earlier because unmistak- 
able evidences Termination 
accomplished minimum glucose (10-15 
given intravenously and accompanied meal, 
largely protein and starches, lest renewed attack 
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provoked. The initial fasting 
blood sugar level hyperinsulinism may very 
low, severe liver and adrenal injury likewise, 
but these latter conditions should not cause dif- 
ficulty. never occurs the idiopathic group. 


the first three hours the blood sugar levels 


may follow the classical normal pattern, but this 


unusual and not indication for discontinuing 
the test. Sometimes completely diabetic curve 
may last for more than three hours. More fre- 
quently, the three-hour blood sugar low, but 
this occurs normal subjects, the extrapancreatic 
the idiopathic and 
hyperinsulinism. Often the blood sugar values 
the first two hours are above normal and even 
accompanied glycosuria, and with this picture 
the three-hour blood sugar may normal low. 
This abnormal but not diagnostic, being found 
patients suffering from many kinds hypo- 
Blood sugar samples taken hourly from 
the fourth seventh hours are more valuable. 
Even the symptoms arise, ‘the 
blood sugar level other patients tends come 
back normal during this period, whereas hypo- 
glycemia from hyperinsulinism, present, tends 
continue and grow worse. level blood 
glucose 0.05% found the seventh hour, 
the test should terminated; not, fasting 
continued with blood sugar determinations 
longer intervals. sometimes difficult decide 
discontinuance the test marked symptoms 
develop earlier, though the clini- 
cal history yields some help this regard. Con- 
tinuance the test through the night is, course, 
accompanied constant observation the 
patient. Next morning, positive results have not 
been obtained, exercise for 20-minute periods 
the bicycle ergometer may tried. Whereas the 
fasting blood sugar the idiopathic hypoglyczemias 
the second morning normal, hyperin- 
sulinism seldom over 0.05%. must actually 
measured, however. While many these patients 
have developed symptomatology like the idio- 
pathic the same time others 
have developed relative tolerance for low blood 
sugar. Glucose tolerance tests done this manner 
have not quite the diagnostic value they possess 
diabetes mellitus, but frequently supply the data 
useful diagnosis. With agree that 
the most essential characteristic hyperinsulinism 
intolerance fasting. Nevertheless the one 
hand severe and permanently disabling attack 
may the first one noted, and the other hand 
patients have controlled less severe symptoms with 
carbohydrate for years, case, 
before developing unmistakable evidence .of 
islet cell tumour. our series, the longest known 
isolated, there may postabsorptive hypo- 
succeeding days. positive diagnosis post- 
absorptive must then confirmed 
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repeating the investigation later time, 
meantime protecting the patient advising 
the symptoms the cure thereof 
and the necessity for prompt medical attention. 
The lesser degrees failure 
increase severity prolonged fasting and 
failure provoke attack glucose ingestion 
exercise, should always raise doubt the 
diagnosis. 

have always endeavoured provide ade- 
quate proof the diagnosis before operation, but 
have rejected the diagnosis 
patient later proved have tumour. 
surgical colleagues have operated upon patients 
with mortality 14%. One patient was operated 
upon twice missed the tumour the first time; 
another was operated upon twice seven years 
apart, two tumours being removed, though she 
was perfectly well for more than five years between 
operations and has remained well for the past 
nine years. one patient tumour was found. 
The patient died home another city some 
months later, supposedly stroke, cannot 
certain whether not missed tumour. 
further case tumour was found but the 
evidence was unequivocal and subtotal re- 
section the pancreas was was success- 
ful and further symptoms 
have developed few months short years. 
The patient not diabetic. and Min- 
found that leaving one-tenth the pan- 
crease animals not followed pancreatic 
produced subsequently overfeeding animals 
similarly operated upon. The record would not 
complete, however, without confessing that 
concurred advising operation case facti- 
tious hyperinsulinism in. another hospital. 

Preparation for operation includes glucose in- 
fusion most instances and preparations for blood 
transfusion case the surgeon deems advisable 
during the operation. One patient, operated upon 
with spinal anesthesia during coma 
because were unable overcome it, promptly 
recovered when the tumour was excised. She was 
apparently liberating excess insulin from the tumour 
continuously. had further difficulty with her 
carbohydrate metabolism after operation, whereas 
another patient, excision the tumour was 
followed glycosuria, ketosis and 
slight acidosis. Insulin was used for few days and 
she gradually regained normal glucose tolerance 
three months’ time. suspect that the tumour 
was leaking insulin continuously both these 
cases but the latter that normal insulin produc- 
tion was temporarily suppressed tumour ac- 
tivity. Most patients recovered after operation with- 
out incident. Two developed pancreatic 
fistulze for time; two died hyperthermia without 
other clinical signs after operation. one, post- 
mortem examination revealed discernible cause, 
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and the other permission for necropsy was re- 
fused. 


The details the surgical measures 


are beyond the scope this paper, but certain 
points must observed. When the tumour not 
readily visible, complete mobilization the pan- 
creas facilitate adequate palpation essential. 
Careful search for additional tumours and metas- 
tases must made. tumour found, ade- 
quate resection the pancreas should under- 
taken. Insufficient resection the probable cause 
failure many cases diffuse hyperplasia 
the islets. the resection fails reveal diffuse 
hyperplasia deeply embedded tumour, the 
probability that there tumour deep the 
head the pancreas. commonly stated that 
most tumours are located the tail the pan- 
creas. our series, most tumours were found 
the body the pancreas. Re-operation, after 
demonstrated that symptoms persist, preferable 
multiple incisions the gland the first 
operation the endeavour locate tumour. 


Tumours excised from our cases hyperin- 
sulinism have ranged weight from milligrams 
3.4 grams, and larger ones have been reported 
the literature. Size, however, has little 
with the activity the tumour, number and 
severity the attacks; the smallest may com- 
posed largely beta cells, and heavier ones may 
have more alpha cells and larger amounts 
stroma and degenerated tissue. The insulin ex- 
tracted from tumour may vary from four one 
hundred times that normal pancreatic tissue, but 
this merely the amount the moment 
excision and does not indicate the rate pro- 
duction liberation insulin into the blood 
stream. Though the pancreatic islet tissue surround- 
ing the tumour may appear atrophic from com- 
pression, this certainly not true the pancreas 
whole. 

Many islet cell tumours have been found 
autopsy patients who have not complained 
symptoms. Routinely 0.25% the 
autopsies the Toronto General Hospital show 
small islet cell tumours but the number five 
times greater when special attention paid 
the pancreas. Possibly some these tumours are 
composed alpha islet cells secrete only suf- 
ficient insulin compensated homeeostatic 
mechanisms, but tumour weighing mg. has 
produced numerous attacks, from 
which the patient has been free for the past nine 
years. Possibly some patients may have been 
cured degeneration the adenoma, since this 
frequently present the known clinical cases. 

The cytology these tumours has varied con- 
siderably from case case. Most often they are 
small non-malignant adenomatous growths. Bens- 
convinced that the cells are tumour type 
resembling alpha and beta cells many partic- 
ulars, but differing from them other important 
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respects. Frequently the same cell contains 
granules resembling both alpha and beta granules. 
Size cell, arrangement and stroma vary con- 
siderably. Duct inclusions within the capsule have 
been seen. has classed them nesidio- 
would interesting know whether 
these tumour cells would grow tissue culture 
and produce insulin. Dr. Raymond Parker was 
able grow the cells for us, but unfortunately they 
were soon overgrown the fibroblasts accompany- 
ing them, and the rest the experiment had 
abandoned for the present. 


Malignant islet cell tumour also 
recognized entity, occurring about 10% the 
cases hyperinsulinism. Metastases the lymph 
glands and the liver take place and insulin has 
been found the secondary growths 
and other cases. stated above, 
have not encountered any such cases our series. 


Diffuse hyperplasia the islets Langerhans 
accounts for one our cases. The symptomatology 
does not permit preoperative differentiation from 
islet cell tumour. While considerable experience 
necessary recognize this form microscopically 
because the great variability distribution 
the islets the normal pancreas, nevertheless, 
marked increase numbers islets, increase 
size islets and increase size islet cells 
together with cure the condition subtotal 
resection the make necessary 
include this group. convinced the diffuse 
hyperplasia patient still presenting evidence 
hypoglycemia following resection large 
portion the pancreas, view the risks 
re-operation, one might consider destruction the 
islet tissue with the diabetogenic hormone the 
pituitary gland. pointed out, success 
would convert the patient diabetic but this 
condition can now adequately controlled with 
comparatively small doses insulin. 


Certainly one confronted with islet cell 
carcinoma with metastases, chemical nesidiectomy 
should considered, represents the only hope 
success present. There is, course, proof 
that the diabetogenic hormone will destroy malig- 
nant islet cell tissue does the normal, but 
the fact that such tissue will produce insulin would 
seem indicate that the tumour tissue resembles 
normal islet cell tissue sufficiently justify the 
trial. Some day perhaps will able attach 
radioisotope the hormone itself. 
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OSLER LIBRARY 


NEWSLETTER the Osler Society McGill Uni- 
versity (Vol. No. contains some welcome news 
about the future the Osler Library McGill. 
Medical historians will rejoice the statement 
Dr. Lloyd Stevenson, Dean the Faculty 
Medicine, McGill, reproduced below: 


“Very good news has reached the Osler Society 
from the Wellcome Trust Great Britain. The Trustees 
have agreed with the University that they will provide 
generous annual grant for the next years for the 
purchase old medical books, well monographs 
and other works the history medicine, supple- 
ment the holdings the Osler Library. These funds 
are expended the sterling area that 
difficulty about dollar exchange arises. The University 
turn has agreed dismantle the present Osler 
Library and reconstruct exactly the new 
Medical Sciences Centre and the same time build 
somewhat similar room adjoining the Library 
known the Wellcome Camera. This room will 
fact form extension the facilities the Osler 
Library. 

“Shortly after this agreement was reached with the 
Wellcome Trust, the John and Mary Markle Founda- 
tion New York made substantial grant McGill 
move the Osler Library and also provide assistance 


q 

4 
| 
2 

he 
q 
q 
q 

| 

| 

ay 


768 MEETINGS 


the cataloguing books which have been acquired 
since Sir William’s death but not yet completely 
catalogued, approximately 1000 rare books which 
are being transferred from the Medical Library, and 
the new acquisitions purchased with the Wellcome 
money. Mrs. Vreeze, formerly the Redpath 
Library, has assumed the task cataloguer and now 
busily engaged the work, under the expert guidance 
Dr. Francis. 

“These two substantial donations, when viewed to- 
gether, may well taken marking new era 
the history the Osler Library and the Osler Society. 
Facilities for work the history medicine will 
greatly extended and the Library will again become 
centre growth and development. his duties 
custodian, Dr. Francis will add those purchasing 
agent, being now position buy books 
wider scale than has been done any time since our 
revered founder bequeathed library 
McGill.” 


MEDICAL MEETINGS 


REUNION CELEBRATIONS 
WINNIPEG 


Seldom its history has the city Winnipeg had 
many distinguished physicians within its boundaries 
during the week October 6-10, 1958, when the 
Manitoba Medical Association (Manitoba Division 
the Canadian Medical Association) celebrated its 50th 
Anniversary and the Faculty Medicine the 
University Manitoba its 75th Anniversary. should 
added that practically all these physicians were 
alumni the Faculty Medicine, returned their 
mater from such faraway areas Florida, the 
Yukon, the West Indies and Vancouver. 


The scientific program provided for participants 


this extraordinary was the highest 
quality, and was contributed almost entirely alumni 
former teachers the Faculty. 

The President the Manitoba Medical Society, 
Dr. Schoemperlen, opened the scientific session 
the Crystal Ballroom the Royal Alexandra Hotel 
Tuesday, October The first morning session began 
with discussion prognosis acute arterial oc- 
clusion, Dr. Sheps Winnipeg, based his 
experience cases the Beth Israel Hospital, 
Boston. these patients, 79% survived their acute 
occlusion, 21% died hospital and 20% underwent 
amputation. Hence the threat life was equal 
the threat the limb. There was evidence the 
value sympathectomy, embolectomy 
coagulants this series. Survivors had only 
chance living five years, and chance 
further episodes occlusion. Dr. Farr 
certain aspects the surgery the ab- 
dominal aorta. made plea for increased use 
embolectomy, and noted the tendency prefer dacron 
prostheses homografts replacement sections 
abdominal aorta. Any patient under years with 
signs leakage from abdominal aortic aneurysm 
should submitted operation. 

Dr. Rabson said that acute pancreatitis was 
much people realized (just common 
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perforated peptic ulcer); not enough amylase tests 
were performed cases undiagnosed abdominal 
pain; values for serum amylase over 500 units were 
usually found only mumps pancreatitis. Con- 
servative management acute pancreatitis had 
lowered the mortality 5%. Dr. Blanchaer com- 
mented briefly the laboratory aspects pancreatitis. 
The amylase test was very easy rural areas, 
and could performed minutes without 
technician. The lipase test should also done oftener; 
was not positive mumps, and would detect 
pancreatitis some days after the amylase. test had re- 
turned normal. 

Dr. Stewart, Professor Obstetrics and 
the University College the West 
Indies, described his work what considered the 
happiest multiracial community the world. His most 
stimulating talk the problems faced new 
medical school the tropics drew prolonged applause 
from the hearers. The Wednesday session began with 
account Dr. Cherniack alveolar hypo- 
ventilation and obesity, exemplified 
the Pickwickian syndrome obesity, 
somnolence with twitchings, cyanosis shortness 
breath, right ventricular hypertrophy, hypercapnia 
and hypoxemia. With weight loss, ventilation im- 
proved, respiratory rate fell, and the mere fact re- 
ducing weight improved pulmonary function greatly. 
Two-thirds obese persons studied had some disturb- 
ance pulmonary function, the absence 
pulmonary disease. Dr. Johnston, now Clinical 
Associate Professor Broncho-cesophagology the 
University Illinois, illustrated with slides the many 
causes respiratory obstruction infants and children, 
ranging from the common congenital laryngeal stridor 
(always inspiratory) through congenital web, laryngo- 
cele, thyroglossal cyst, inflammations (replace endo- 
tracheal tube tracheotomy soon possible), 
automobile accidents with fracture larynx (splint 
the fracture with plastic tube after tracheotomy), 
tumour, foreign body, retropharyngeal abscess, tracheal 
obstruction vascular ring 
pulmonary sling, congenital bronchial lesions and 
fibrocystic disease the pancreas. 

Dr. Brian Bird, Associate Professor Psychiatry, 
Western Reserve University, took the case woman 
with breast cancer illustrate the great value 
talking with patients. classified talk diagnostic, 
exploratory, explanatory and therapeutic. The benefit 
the patient putting feelings into words could 
hardly stressed too strongly, though some physicians 
were still not convinced this. 

Wednesday afternoon began with talk adreno- 
cortical hyperactivity Dr. Perry McCullagh the 
Cleveland Clinic, who outlined the various syndromes 
associated with this disorder, noting that the adreno- 
genital syndrome needed treatment either with adrenal 
suppressants surgery, while Cushing’s syndrome was 
best dealt with operation (though did not 
advocate total bilateral adrenalectomy). pointed 


out that primary aldosteronism was often mistaken 


neurosis because the patient’s complaint spells 
weakness, for which intravenous potassium was re- 
quired. 

Dr. Friesen drew attention what con- 
sidered abuse blood transfusion some hospitals. 
Having outlined the risks associated with transfusion, 
showed that three series, each over 200 
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abortions treated three different Winnipeg hospitals, 
the blood transfusion rate had varied between and 
34%. There had been obvious ill effects, but 
wondered how many women had been unnecessarily 
sensitized the excess transfusions. any case, 
all:had the with the lowest 
rate, 250 bottles precious commodity would have 
been. saved. the uterus had been evacuated and 
bleeding stopped, there was never any need give 
blood. 

Dr. Martin described conditions associated with 
the alimentary tract but giving rise chest symptoms, 
e.g. cough due cesophageal diverticulum, 
sis due cesophageal cancer, and retrosternal pain 
due cesophagitis. 

warned that the surgeon under pressure some- 
thing might leave the patient with great cosmetic 
defect the original. The natural history the 
tumour could accelerated cryotherapy scleros- 
ing agents, but radiotherapy was inadvisable because 
possible skin breakdown malignancy. 

Thursday began with symposium the present 
status neurotropic The chairman, Dr. 
Harry Medovy, said that the past year the 
Winnipeg General Hospital there had been cases 
ECHO virus infection with fever, headache and 
stiff neck, etc. The ECHO virus was isolated from 
most and shown the cause the aseptic menin- 
gitis, which the C.S.F. had 300 cells per 
Dr. Wilt differentiated primary enterovirus infec- 
tion invasion the nervous system 
viruses mumps measles, which occurred 
sporadically throughout the year. The 1958 polio 
epidemic had been mainly urban and 
dominantly paralytic (77 cases against 
paralytic). The peaks age incidence were 
years and years, and the paralyzed only 
three had had all three doses Salk vaccine. Dr. 
Alcock described the clinical state the 
paralyzed patients admitted King George Hospital. 
There had been polio admissions since August 
and the main problem was prediction the outcome. 
Gastro-intestinal bleeding had been prominent symp- 
tom this year. Dr. Creighton said that there were 
114 cases polio Manitoba (87 with paralysis). 
The vaccine seemed have proved valuable pre- 
venting paralysis, but not necessarily the disease. 

Dr. Birt presented two very interesting cases 
generalized the skin associated with 
solitary nodular bullous urticaria pigmentosa, and 
third associated with diffuse urticaria pigmentosa. 
the first case, rubbing the child’s lesion caused wheal- 
ing and rapid spread general blotchy flush. Similar 
findings were present the others (beautifully illus- 
trated motion picture). The reaction was pre- 
sumably due stimulation the mast cells the 
lesion, and release either histamine serotonin. 

Dr. Donald Paterson, Consulting the 
Vancouver General Hospital, took his thesis that the 
family doctor had been overlooked organizing 
services for the handicapped child, and showed how 
important member the team was coping 
with this large problem. suggested that large 
part general medical practice would the future 
concerned with rehabilitation the handicapped. 

Thursday afternoon, Dr. Charles Code, Pro- 
fessor Physiology the Mayo Clinic, described 
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work done his department the motor action 
the cesophagus health and disease, illustrating with 
findings achalasia the cardiac sphincter, sclero- 
derma and diffuse spasm, cause substernal pain. 
Dr. Walsh, Professor Ophthalmology, Johns. 
Hopkins Hospital, gave account changes oc- 
ular muscles assaciated with systemic disease, point- 
ing out the confusion with neurological conditions, and 
Dr. Maurice Victor the Massachusetts General Hos- 
pital shed great deal light the confused subject 
muscular disorders childhood; attributed much 
the confusion Oppenheim, who described and 
classified cases muscular dystrophy without patho- 
logical studies. 


edical School Celebrations 


Friday, October 10, brought fitting culmination 
wonderful week, when the scene activities shifted 
the Faculty Medicine. The session the audi- 
torium began with greetings from the Faculty 
Medicine, expressed the Dean, Dr. Lennox Bell, 
and from the University Manitoba Alumni Associa- 
tion, expressed Dr. Klass. This was followed 
the presentation three notable papers. The first, 
asymmetrical variations clinical significance, was 
read Dr. Grant, Professor Emeritus 
Anatomy, University Toronto, who showed clearly 
that contrary general belief anomalies are more 
commonly unilateral than bilateral (hence the folly 
radiographing the opposite side suspicion 
acromiale, for example). Dr. 
Associate Professor Surgery, University Toronto, 
then discussed the cerebral circulation from the stand- 
point the neurosurgeon, making the point that the 
circulation this area was much more 
standard anatomical teaching had asserted. Dr. Max- 
well Wintrobe, Professor Medicine, University 
Utah, spoke spleens, splenomegaly 
ectomy, and separated off fact from fancy describing 
the functions this organ mystery. ingenious 
correlation constructive and destructive functions 
the spleen with clinical syndromes, showed how 
splenectomy would useful the destructive states 
such hemolytic anzemias Banti’s disease but not 
the disorders constructive function such poly- 
vera myelofibrosis. concluding note 
aplastic mentioned the possible good 
results obtained certain cases splenectomy. 

this session also, the Faculty was enriched 
the generous gift beautiful copy portrait 
William Harvey, taken from the original the Royal 
College Physicians, London. The donor was Dr. 
Donald Paterson Vancouver (but native Mani- 
toban). 

Lunch was served the guests the Nurses Resi- 
dence the Winnipeg General Hospital, after which 
conducted tours the new North Wing the Hospital 
were available. 

p.m., Special Convocation the University 
was held the Medical School Auditorium, which 
honorary degrees Doctor Science were conferred 
the Chancellor, Victor Sifton, C.B.E., D.S.O., LL.D., 
Dr. Grant, Dr. Frank Walsh and Dr. 
Wintrobe. And the academic part the 
week came end with address Dr. Walsh, 
which described the new medical course 
Johns Hopkins. Beginning with next year, talented 
students will able “accelerate” and finish their 
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course shorter time. However, the academic year 
one will compelled work harder, but the gifted 
student who prepared industrious well can 
forge ahead his fellows. The challenge will not 
only the students but also the faculty. 


Social Events 


Not all the activities were scientific academic. 
very agreeable social program was also available. 
Monday evening, the President, Dr. Schoemper- 
len, gave dinner the retiring Executive the 
Manitoba Medical Society, concomitantly with dinners 
the Sections Internal Medicine, and 
Obstetrics and and the General Prac- 
titioners Association Manitoba. Tuesday, there 
was official luncheon which the guest speaker 
was the Hon. George Johnson, M.D., Minister 
Health and Public Welfare, Manitoba, Manitoba 
graduate. Wednesday night was alumni night, with two 
dinners. The first was held the newly formed 
Winnipeg General Hospital Alumni Association, with 
Dr. Thorlakson the chair and the inimitable 
Professor William Boyd, Toronto, guest speaker, 
giving witty and polished discourse “words”. The 
other dinner was held the St. Boniface Hospital 
alumni. Thursday night was devoted class reunions, 
and this day was also notable for luncheon address 
the President the Canadian Medical Association, 
Dr. VanWart. 

Friday evening saw the end the festivities, with 
the Annual Dinner the Manitoba Medical Associa- 
tion the Royal Alexandra Hotel, preceded the 
President’s reception and followed dancing. the 
Annual Dinner, the President the C.M.A. transferred 
the chain office from the outgoing M.M.S. President, 
Dr. Schoemperlen, the newly elected one, Dr. 
Edward Johnson Selkirk, Man. innovation was 
the presentation badges past presidents, whom 
less than had been mustered and seated 
centre table. 

According the guests, the ladies the Manitoba 
Division had also arranged pleasant and not too 
fatiguing round social gatherings Winnipeg, 
following the precept “not too little and not too 
much—but just right”. 


Other Attractions 


Under the heading “other attractions”, pride 
place must given the scientific exhibition, which 
must surely have been the most ambitious and most 
successful ever devised provincial medical society. 
impossible detail the exhibits, for there were 
over them. They ranged from the esthetically 
pleasing medical illustration studio set Miss 
Nancy Joy the esoteric charts Mark Nickerson 
and his energetic department pharmacology; staged 
national meeting, they would still have excited 
admiration. 

The usual technical exhibition was also excep- 
tional size, and was well attended. addition, 
number medical films were shown before the 
scientific sessions, including two lent the Upjohn 
Co. and Burroughs Wellcome Co. 
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SEVENTH CONGRESS THE 
INTERNATIONAL SOCIETY 
HAEMATOLOGY 


The Seventh Congress the International Society 
was held September 7-13 the 
Exposition Palace the outskirts Rome. This 
tremendous new building centre which being 
developed house various exhibitions and congresses 
most interesting architectural style. The facilities 
for large meeting are extremely good, with ample 
space for scientific and commercial exhibits, and many 
conveniences. 


The program suffered from lack selectivity. 


were 642 communications, roughly subdivided 


syndromes, diseases the spleen and 
reticulo-endothelial system, and the use 
radioactive isotopes. symposium tissue culture 
hzmic cells was also arranged, and various other 
special subdivisions had their block time. Thus 
was possible spend whole day listening papers 
vitamin B,, iron leukemia, one wished; 
the main difficulty seemed that the program was 
geared for people whose interests were rather special- 
ized and not for those who would like keep 
eye several aspects the subject. difficult 
pick out communications special importance, 
make meaningful summary this hodge-podge 
material, but some attempt can made. 


The boundaries are being 
constantly extended new techniques are evolved, 
although timely warning was voiced one the 
speakers, the effect that the evidence for its “im- 
mune” origin something less than complete, one 
uses the term strictly. None the less, processes which 
seem involve mechanism this type are being 
worked out with regard all the blood cells, and the 
place steroid therapy and splenectomy slowly 
coming into focus. New protein fractions with new 
methods separation and characterization seem 
hold the stage this field. 


The diseases cortinue become more 
complicated and mysterious, rather than less so, and 
this does seem field for the super-specialist, 
far investigation goes, any rate! 


The interest seemed centre mainly 
about Guglielmo’s disease and acute 
With regard the former, felt that our Continental 
friends were faintly amused the sudden interest the 
Americans had developed this disease, with which 
they had been familiar for many years. Dr. William 
Dameshek included his summary the myelo- 
proliferative disorders, together with some speculations 
regarding its possible relationship vitamin B,, 
metabolism. This provoked good deal not al- 
together favourable discussion. Dr. Wintrobe gave 
paper acute leukemia which tried work 
out some the factors which appear have 
influence the response treatment. This, too, ran 
counter the experience many present, and 
provoked good deal discussion. Dr. Haddow 
gave general talk chemotherapy and Dr. 
Burchenal résumé his experience with the treat- 
ment acute discussion Dr. Bessis 


Paris revealed very large experience with 


disease, and degree success producing re- 
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missions which most felt was greater than that 
usually attained. The use massive doses steroids, 
marrow transfusion and various heroic means 
therapy was also discussed, without evidence any 
very great forward strides therapy. 

One the highlights the papers,on anzemia was 
account Dr. Moore and co-workers their 
which, ingenious series experiments, they 
localized the defect rather narrow area the 
process synthesis, bringing closer discovery 
the enzyme defect which probably exists this disease. 
Dr. Ludwig Heilmeyer gave paper the effects 
resistance various toxins and 
infections which was matter extreme interest. 
pointed out that there was mobilization 
siderin the early stages infection which might 
well play important part the non-specific resist- 
ance mechanisms preceding the phase antibody 
formation. 

The most interesting reports the vitamin B,, 
field had with the possibility that patients with 
pernicious anemia might develop some sort anti- 
body blocking agent against intrinsic factor, 
were used treat them. This could overcome 
using larger doses, and probably more theoretical 
than practical interest. Several studies the ability 
the damaged liver store B,, revealed deficiency 
this regard. However, the large amount B,, which 
normally the liver has very slow turn- 
over, and not soon depleted. 

slowly, with agreement yet where pro- 
duced, even how central its place may the 
regulation normal blood production. 

great deal work iron metabolism was re- 
ported, including Dr. Bernard’s account the appear- 
ance ferritin molecules electron micrographs. 
There were many reports the use radio iron 
marking out the dynamics blood production, but 
the situation complicated the occurrence many 
diseases red cell destruction the marrow soon 
the cells are formed. seems evident that simul- 
taneous observations several types are necessary 
one have clear idea the balance between 
blood production and destruction individual 
patient. 

The study acute and chronic effects radiation 
goes apace both experimental and human situa- 
tions. populations who have suffered sublethal 
accidental exposure radioisotopes, some reduction 
the polymorphonuclear leukocyte and alteration 
the lymphocyte count persists for more than two years, 
spite apparent clinical recovery. 

general, one can say that this beyond doubt 
biochemical era hematology. The work which 
going has exciting possibilities, but there much 
done before they can translated into practical 
terms. There are world-shaking advances report 
yet but one feels they may just around the 
corner. The next Congress Tokyo two years’ 
time and will look forward with interest the 
reports that time. 

The President this Congress was Prof. 
respect, yet maintains conspicuous modesty, 
one may express thus. The social events the 
Congress were extremely successful, including re- 
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ception the Exposition Palace with buffet supper 
and folk dancing, reception Castel St. Angelo, 
reception the Mayor the Campidoglio, and 
various sightseeing expeditions for the ladies. 


audience was granted the Pope the 
gressists and their wives Castel Gandolfo the 
Albion Hills. His, Holiness spoke French and out- 
lined length the position the Church with respect 
some the genetic problems raised such hem- 
atologic disorders Mediterranean and the 
factors. 


All all, was memorable Congress, but more 
for its social and cultural impact than for the scientific 
advances that were reported. The time ripe for 
congress how run congresses, particularly they 
are held such distracting environment that 


GENERAL PRACTICE 


POSTGRADUATE PROGRAM, 1958-1959, 
DALHOUSIE UNIVERSITY 


C.M.A. Cancer Refresher Course, held six 
Nova Scotia centres: Fall Meetings 1958, Spring 
Meetings 1959. 


Fall meetings: 
New Glasgow—November and November 24, 1958 
Amherst and November 25, 1958 
Sydney and November 26, 1958 
Bridgewater 1958 
Yarmouth —December 1958 


Obstetrics and Pediatrics: November 28, 1958 
Psychiatry: February 11, 1959 
Medicine: March 1959 
Surgery: April 10, 1959 
Obstetrics, Gynecology May 22, 1959 


Information from: Dr. Lea Steeves, Director, Post- 
Graduate Division, Dalhousie Public Health Clinic, Dal- 
housie University, Halifax, N.S. 


PUBLIC HEALTH 


CIVIL DEFENCE COURSE 
FOR MEDICAL PRACTITIONERS 


The Civil Defence Branch the National Health 
and Welfare Department announces Indoctrination 
Course for Medical and Dental Practitioners, which 
will presented the Canadian Civil Defence Col- 
lege, Arnprior, Ontario, from Monday, November 
Friday, November 21, 1958. Candidates will 
selected municipal and provincial governments, 
industry and professional associations. The course 
will include account the development Civil 
Defence and its organization Canada, general state- 
ment the characteristics atomic, chemical and 
biological warfare, consideration problems pro- 
fessional interest, broad account planning, pres- 
entation documentary films and panel discussions. 
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Doctors interested such course are encouraged 
contact the local provincial Civil Defence organiza- 
tion for further particulars. Transportation and mainten- 
ance expenses are paid the Department National 
Health and Welfare. 


UNUSUAL 
COMMUNICABLE DISEASES 
CANADA 


During the week ending September 13, 1958, the 
Epidemiology Division the Department National 
Health and Welfare, Ottawa, received the following 
surveillance reports epidemic unusual com- 
municable diseases. 


reported from Green’s Harbour, 
Trinity Bay, that cases possible virus infection 
have occurred recently, affecting under five 
years. The symptoms were irritability, abdominal pain 
and vomiting. Several had lymphadenopathy 
poral headache. rash described. The cases were scattered, 
only one member family being usually affected. The 
duration the illness was about two weeks. This may 
extension ECHO virus infection described 
recently St. John’s. 


ALBERTA.— 


Newell County, cases epidemic 
pleurodynia occurred during the past month. The symptoms 
were: headache, fever, nausea and pains the upper 
quadrant and over the lower ribs, mostly the right side. 
One case developed severe headache, neck stiffness and 
rigidity, three days after onset. There was muscular 
weakness, paralysis and sensory disturbance. The 
lumbar puncture showed normal pressure, clear fluid, cells 
628, mainly lymphocytes, protein Recovery occurred 
hours and sequelz were noted. 


Carstairs, Alta.—Two caSes epidemic pleurodynia are 
reported two both adults, breeders show 
cattle. One the brothers has been the summer show 
circuit. other cases have been reported attributable 
these two. 


PERTUSSIS 


Hinton, have been cases whooping- 
cough-like disease, five unvaccinated children. The re- 
maining six children, all under six years age, had milder 
attacks. Several more cases have occurred the past few 
days, none vaccinated children. 


ADENOVIRUS INFECTION 


adenovirus infection have occurred Duncan, B.C. They 
are characterized persistent fever 102°-105° F., 
severe conjunctivitis and pharyngitis. Several patients have 
had vomiting and mucoid patches 
pharynx, and some have preauricular lymphadeno- 
Most cases have cleared five days. The age distri- 

ution ranges from four months years, with prevalence 
the pre-school and school age group. Most the 


patients have been swimming local lakes 


with one site especially incriminated. 


Indian and Northern Health Services: 


Muncey, outbreak bacillary dysentery 
has occurred the Muncey Indian Reserve affecting 
amongst others nine members one family. 
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LETTERS THE EDITOR 


TETANUS IMMUNIZATION 


the Editor: 


With reference the recently published “Report 
the Committee the Academy Medicine 
Tetanus Toxoid Immunization” (Canad. J., 79: 
410, 1958), have recently been informed Dr. 
Anderson Sarnia, Director the Lambton 
Health Unit, case close home which illustrates 
well the necessity for improving the present system 
recording tetanus immunization procedures. 

young girl developed clinical tetanus following 


wound. A.T.S. had been withheld, and “booster” 


toxoid given instead, because the mother informed the 
attending physician that tetanus toxoid immunization 
had been carried out. checking the available 
records was eventually possible establish the fact 
that primary course tetanus toxoid immunization 
had, fact, been refused the child’s grand- 
mother time when the child was not resident 
the parents’ home and that she therefore was non- 
immunized individual and should have received 
prophylaxis. The single tetanus toxoid dose could not 
confer any immediate protection such case, 
course. 

Fortunately the case did not have fatal issue, 
but brings home strongly the necessity setting 
some system recording immunization procedures 
which will have really satisfactory degree useful- 
ness the future. only with such system that 
the full value tetanus toxoid immunization campaigns 
Chairman, Tetanus Toxoid Committee, 

London Academy Medicine, 
London, Ont., 
September 22, 1958. 


DEAFNESS CHILDREN 


the Editor: 


word caution must said relation Dr. 
Jack advocacy radiation therapy the 
Eustachian tube area for deafness children after 
adenoidectomy. Evidence has been forthcoming during 
the past few years that and other malignant 
disease appear with greater frequency children who 
have been subjected not only massive doses 
ionizing radiation (increased incidence 
survivors atomic bombing?), but moderate 
therapeutic doses (occurrence thyroid carcinoma 
some years after irradiation for alleged enlargement 
the thymus*). Now even the smaller doses involved 
diagnostic work are coming incriminated, 
the and carcinogenic effect the off- 
spring pregnant women receiving abdomino-pelvic 
x-rays, already indicated the preliminary report 
two years ago Dr. Alice Stewart and her Oxford 
has now been confirmed with more extensive 
and highly significant recent case report® de- 
scribes acute granulocytic 10-month-old 
child whose mother was x-rayed five times between 
the 34th and 37th week gestation, the fetus having 
received estimated appears likely that such 
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leukeemogenic effect particularly operative the 
immature tissues fetuses and young children. 

The writer this letter, mid-1955, had 
radiotherapy given the adenoid area about 
for middle-ear inflammations which were slow 
clear spite antibiotic treatments, the hy- 
pothesis being that such delayed resolution was due 
lymphoid hyperplasia the nasopharynx. One 
the children, who May 1955, the age 
months, had received 290 the adenoid area 
one dose, now has acute lymphoblastic the 
onset which was February 1958. Although the 
occurrence one case among the 
relationship, is, view the evidence cited above, 
highly suggestive. 

From private conversation one gathers that radiolo- 
gists would very reluctant the present time 
give radiotherapy for non-malignant conditions, especi- 
ally the young. Moreover, infantile lymphoid 
hyperplasia are dealing with physiological process 
which rights itself time, though may sometimes 
appear exaggerated intensity and cause 
some trouble. One should expect that were deafness 
due entirely lymphoid hyperplasia per se, would 
not permanent; the elements infection and 
allergy should respond other measures. 

PAUL BELLEFEUILLE, M.D. 


253 Goulburn 
Ottawa Ont., October 1958. 
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THE LONDON LETTER 


(From our own correspondent) 
IsLAND INQUESTS 


During the course one week recently two 
inquests were held Service personnel whose deaths, 
was suggested, might have been due irradiation 
received while they were serving Christmas Island 
during the hydrogen bomb tests last year. One was 
former sapper, aged 20, who died acute lymphatic 
June 14, having taken ill January, 
two months after the explosion the bomb. His 
commanding officer gave evidence that the deceased 
had never been contact with radioactive material, 
and the pathologist who performed the post-mortem 
examination expressed the opinion that there was 


connection between the explosion the bomb and 


the analysis the right femur the 
radiopathological research unit Harwell Atomic 
Energy Research Establishment gave upper limit 
unit, which within normal 
limits. The jury returned verdict death from 
natural causes. 
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The second case was naval officer, aged 29, 
who died aplastic anemia August 28, having 
first taken ill June. verdict has yet been reached 
his case, the inquest having been adjourned pending 
report the bones from Harwell. 


INFANCY 


Ministry Health committee has been investi- 
gating the causation sudden deaths infancy, 
which account for more than 20% the mortality 
the age-group two weeks two years. The committee, 
under the chairmanship Professor Leslie Banks, has 
investigated such deaths which occurred London 
and Cambridge during the two-year period April 
1954-March 1956. The histological classification 
the London cases showed death due 
tracheo-bronchitis, possibly viral origin, with typically 
bronchitis, possibly viral origin, without epithelial 
desquamation but with pronounced mononuclear in- 
filtration, 11.5%; and purulent bronchitis, bronchio- 
litis and bronchopneumonia 21.2%. most cases 
the standard care the child was good, and 
evidence overlaying could found. Only 
the infants had been seen doctor account 
symptoms during the last three days before death. 
The sort symptoms that were often present just 
before death were slight cold, with without 
vomiting feeds. Most infants were put bed 
usual, and few hours later were found dead. 


SPECIALISTS AND CONSULTANTS 


The number’ specialists and consultants this 
country has risen from 5719 1949 7427 June 
30, 1956, according figures just issued the 
Ministry Health and the Department Health for 
Scotland. analysis the figures shows interesting 
variation the extent which different specialties 
have increased. Thus, general medicine has leapt 
from 755 946, whereas the general surgeons and 
the obstetricians and show very modest 
increase: from 927 988, and from 424 495, 
respectively. The number ophthalmologists and 
otorhinolaryngologists has also showed little tendency 
expand, the respective increases being from 331 
339, and from 312 347. Dermatologists are the 
same comparatively static state (127-150), but psy- 
chiatrists (449-640), chest physicians (216-347) and 
orthopedic surgeons (252-353) have leapt ahead 
quantitatively. 


THE STATE THE REGISTER 


That medicine still popular profession evident 
from the latest figures the Medical Register. These 
show that January this year, there were 89,336 
names the Register, increase 2133 the pre- 
vious year and 11,407 compared with 1947. The 
numbers the local lists are 43,192 England and 
Wales, 21,545 Scotland, and 11,768 Ireland. 
1957, the total number students admitted medical 
schools for premedical studies was 1456 and the 
number entering the preclinical period was 2192. 
London University headed the list with 623, followed 
Cambridge (203), Glasgow (145) and Edinbur 
(137). 
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MEDICAL OFFICER 


the occasion its golden jubilee, The Medical 
Officer, the only public health weekly the world, has 
received well-deserved congratulations from 
contemporaries. The Lancet aptly expressed it, 
“has attained its golden jubilee only because has 
always been well worth reading”. Always 
date, trenchant but fair its criticism, edited with 
skill, and written with flair for good journalism, 
has always maintained high position medical 
journalism. the traditionalists amongst us, much 
its success due the strong family tradition behind 
it. was founded and for long time edited Sir 
George Elliston, and now the equally capable 
hands his son, Mr. Lewis Elliston, who for many 
years had assisted his father maintaining the high 
standards journal which carries with into its 
second half-century the good wishes all its many 
friends home and abroad. 


London, October 1958. THOMSON 


OBITUARIES 


DR. EDWARD THOMAS ETSELL, 65, died 
August Misericordia Hospital, Winnipeg. Born 
Virden, was educated there and Winnipeg, receiv- 
ing his Arts degree 1915 and his M.D. 1920 from 
the University Manitoba. 1936-37 studied 
urology London, Paris and Berlin and served for 
year the department urology, 
Montreal. spoke French fluently, had some 
edge German, Italian and Ukrainian, and rarely 
missed symphony concert. 
Dr. Etsell survived his widow. 


DR. MAGNUS HJALTASON, 84, died his home 
Winnipeg August 29. Born Iceland, went 
Manitoba years ago and graduated 1909 from 
Manitoba Medical College. practised Glenboro 
and Lundar before retiring Winnipeg ten years ago. 

daughters and son. 


DR. ALLAN KENNEDY, 59, died September 13. 
was born Jamaica, coming Canada with his 
parents child. had lived many parts 
Ontario before moving Waterdown seven years 
ago. was graduate the University Toronto, 
and had done postgraduate work Boston and Ann 
Arbor, Michigan, well other centres. Since 1942, 
Dr. Kennedy had been practising consultant in- 
ternal medicine, with offices the Medical Arts 
Building Hamilton. About two years ago com- 
pleted special research project the General Hospital 
which established relationship between chronic cough 
and coronary thrombosis. 

Dr. Kennedy survived his widow and three 
daughters. 


DR. JOHN LAURIE, 46, died September 
the Montreal General Hospital. was recognized 
authority tuberculosis and the field steroid 
therapy for arthritis and allergic conditions. “was 
educated England, and received his medical training 
St. Thomas’s Hospital, London, and Cambridge 
University. graduated medicine from the latter 
university. During the war, Dr. Laurie spent five 
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years Cyprus, serving the British Colonial Medical 
Service. Later joined the Royal Canadian Army 
Medical Corps captain and served England. Upon 
his return Canada, Dr. Laurie accepted post 
Nova Scotia. Since 1950 had been medical director 
Merck and Co., Montreal. 

Dr. Laurie survived his widow, son and two 
daughters. 


DR. CHESTER McGUFFIN, 75, died September 
after lengthy illness. was born London, Ont., 
attending schools there and graduating medicine 
from the University Western Ontario 1904. 
went Calgary 1906 and began practise with his 
brother. 1921 started the McGuffin Clinic, where 


‘he pioneered physical medicine. was mem- 


ber the Calgary Medical Society and life member 
the Canadian Cancer Society. 1914, Dr. McGuffin 
enlisted, and served France and Belgium with the 
R.C.A.M.C. During this service was awarded the 
D.S.O. and Bar. 

Dr. McGuffin survived his widow and one 
daughter. 


DR. FRANK JOHN MacLEOD, 55, Inverness, 
Cape Breton, N.S., died his home September 18. 
Dr. MacLeod graduated from Dalhousie University 
1925, and opened his first office Maitland. For 
brief period practised Sydney, Cape Breton, but 
spent the last years Inverness. His special interest 
was general surgery. Dr. MacLeod was born St. 
Ann’s, C.B., 1903. His primary education was 
St. Ann’s and Baddeck, and later the Sydney 
Academy. entered Dalhousie Medical College 
1920. After his graduation interned the Victoria 
General Hospital and did postgraduate work the 
Royal Victoria Hospital, Montreal. 

Throughout his professional life was interested 
community affairs and the development the 
Inverness Memorial Hospital. was Fellow the 
American College Surgeons. 

survived his widow, Margarie Putnam Mac- 
Leod, one son, David Halifax, two daughters, Dr. 
Ann Vogel and Louise, both home, and four 
brothers. 


For little while knew him, 
Such little while; 
But never shall forget him, 
Nor his gentle touch smile. 
—Elizabeth Devouge, 
Inverness. 


HUGH ARTHUR SANDIFORD 


Canadians who have been contact the past 
with the Commonwealth Medical Advisory Bureau 
the British Medical Association will sorry hear 
that Brigadier Sandiford, its first medical director, 
died August 13, aged 66. Dr. Sandiford, graduate 
the University Manchester, was awarded the 
Military Cross 1917 for gallantry the field, and 
subsequently made the regular army his career, ending 
director army psychiatry the War Office. 
1947 created for the British Medical Association the 
Medical Advisory Bureau designed assist members 
the profession coming Great Britain from the 
Dominions and the Colonies for postgraduate study and 
other purposes. this capacity performed valuable 
work and made many friends. 
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PROVINCIAL NEWS 
MANITOBA 


conjunction with their week celebrations des- 
cribed page 768, the Manitoba Medical Society held 
their Annual Business Meeting October the 
Royal Alexandra Hotel, Winnipeg, with the President, 
Dr. Schoemperlen, the chair. The proceedings 
were conducted with rapidity and efficiency—in fact, 
some present could not remember annual meeting 
which had taken less time. Dr. Edward Johnson 
Selkirk was elected President for 1958-1959, and Dr. 
Allison Winnipeg First Vice-president. Other 
elections will have await the results mail ballot. 


The Health Officers’ Section the Manitoba Public 
Health Association met Monday, October and 
members were welcomed Dr. Elliott, Deputy 
Minister Health the province, who his opening 
address mentioned some the current advances 
Manitoba public health. Health units had been ex- 
panded; more municipalities had come into the pre- 
paid x-ray and laboratory services; the rheumatic fever 
control program (free prophylactic penicillin) now 
included 400 children; free polio vaccine was now 
available for persons years; and the new 
hospital insurance plan had been made 
part the public health program, with the Health 
Department retaining jurisdiction over hospital stan- 
dards. Dr. Davison made plea for the earlier 
recognition deafness children. The teacher will 
detect only one six the deaf, and the parents 
often not realize that their child has subnormal 
hearing. Dr. Desmarais made similar plea 
for detection deformities children, which again 
are often unnoticed parents. Dr. Hamwee 
Baldur discussed some the common health problems 
faced part-time health officer, and complained 
about the relatively small part allotted clinicians 
disease. 


October 10, Dr. Donald Paterson, Consulting 
the Vancouver General Hospital, pre- 
sented the Faculty Medicine the University 
Manitoba copy portrait William Harvey. 
said: “Dean Bell, Mr. Chairman, members the 
Manitoba Medical Association and Medical School: 
life-long admirer Dr. William Harvey, who dis- 
covered the circulation the blood, has been 
ambition see his portrait the walls the Medical 
School old University. Permission was given 
the Royal College Physicians London, England, 
for this copy made from the original which hangs 
their walls. The work was done Mrs. Joyce Aris, 
recommended the staff the National Portrait 
Gallery. William Harvey was born 1578 and died 
1657. aged about years this portrait. 
young doctor should model himself. was great 
researcher, physiologist, anatomist, scientist, learned 
physician and internist. was physician Charles 
and was clever enough avoid dabbling 
politics and thus kept his head. was misrepresented, 
and ridiculed, and yet remained modest, humble and 
steadfast. This man’s character should inspiration 
us. Dean Bell, gives great pleasure present 
this portrait the great William the 
Manitoba Medical School.” 
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meeting the Medical Advisory Committee 
the Sanatorium Board, Dr. Ross, Medical 
Director, reported increase new cases (10%) 
tuberculosis Manitoba the first half 1958 
over the first half 1957. There are about 160 
vacancies sanatoria. Tuberculin testing has been 
done extensively among students Grades 10, and 
and Winnipeg also Grade 12. About 10% 
city students were positive, about southwestern 
Manitoba and about 5.6% eastern Manitoba. The 
board proposes set aside beds Clearwater Lake, 
beds Brandon and Ninette for non-tuber- 
culous patients. 


Mr. Leonard Arthur Moroz attended the Clinical 
Congress the American College Surgeons 
Chicago, October 6-10, medical student from the 
University Manitoba Faculty Medicine. was 
one medical students sent their respective 
medical schools special guests the American 
College Surgeons under the Committee Student 
Participation. 


The University Manitoba Hospital, with 2207 beds 
(Winnipeg General 856, St. Boniface 641, Deer Lodge 
525, and Children’s 185), has been approved the 
American College Surgeons for graduate training 
general surgery. The chief scrvice Colin 
Ferguson, M.D. 


One wing the Brandon Tuberculosis Sanatorium 
has been re-designed serve evaluation and 
social adjustment centre which will admitted 
those Indian patients who are trained return 
civilian life useful citizens. This. program 
rehabilitation under the direction committee 
with representatives from the Indian Affairs Branch, 
Indian and Northern Health Services, the National 
Employment Service and the Manitoba Sanatorium 
Board. The chairman Walter Boyd, Provincial Co- 
ordinator Rehabilitation. The first quarterly report 
this centre states that much the success the 
program must attributed the Brandon community, 
which has shown patience and understanding. 


Dr. Sheldon Sheps, recently the Department 
Medicine, Harvard Medical School, and Section 
Vascular Disease, Mayo Clinic, has joined the Depart- 
ment Medicine and Cardiology, Manitoba Clinic, 
Winnipeg. 


Dr. Sheila Murphy has joined the medical staff 
Manitoba Sanatorium, Ninette. She graduate 
University College, Cork, and since 1953 has held 
several positions Alberta and Saskatoon. 


Dr. Bert Krasins has been transferred from Manitoba 
Sanatorium the medical staff Brandon Sanatorium. 


Dr. Ross, Medical Director Manitoba Sana- 
torium Board, communiqué Manitoba doctors 
urges routine tuberculin testing office patients. The 
Director Preventive Services, Central Tuberculosis 
Clinic, Winnipeg, will supply fresh solutions tuber- 
culin every two months free charge application 
made. 
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The new north wing the Winnipeg General 


Hospital was formally opened the public the 


afternooon September 20. 


Drs. Kenneth Finkel, William May and Frederick 
Waugh have joined the staff the Winnipeg Clinic 
the respective fields ophthalmology and 
internal medicine. 


Dr. Earn, who has been taking postgraduate 
work the University Sheffield, has begun practice 
obstetrics and 394 Graham Avenue, 
Winnipeg. 


Beside the library building the Medical College 
there big hole, the excavation the Dentistry 
Building. The first class the Faculty Dentistry, 
some number, gathered September for classes 
the Medical Building, but Dean Neilson hopes that 
1959 the new building will ready for occupation. 


Leonard Arthur Moroz Winnipeg, 
medical student the University Manitoba, has 
been awarded $500 scholarship for research and 
clinical ‘training allergic the Allergy 
Foundation America. one students from 
medical schools the United States and Canada 
receive such award. will work study 
penicillin sensitivity under Dr. Fyles and Dr. 
Peter Warner, professor bacteriology the Uni- 
versity. Ross MITCHELL 


SASKATCHEWAN 


Persons who receive parking tickets while visiting 
their doctors dentists the downtown area 
Saskatoon will shortly not have pay parking violation 
penalties. 

The Board Police Commissioners recently approved 
recommendation that notes signed doctors and 
dentists for their patients who receive parking tickets 
will acceptable. was stated, however, that these 
forms would not acceptable the police station 
unless signed the doctor dentist. Nurses and 
receptionists would have authority sign the 
notes, which have produced the police station 
within hours being issued. 

The new system went into effect September 
trial basis with the warning that the courtesy 
were abused would cease immediately. 


The Saskatoon Society for the Chronically 
urging the Provincial Government take immediate 
steps provide suitable ward wing each 
Saskatoon’s three general hospitals serve the needs 
the chronically ill while their condition such 
require institutional care. 

making this submission Mr. Shelly, the 
President the Society, mentioned that this approach 
expressed Saskatoon’s preference the alternative 
the geriatric type institution which presently 
serves Regina. 


During August, Saskatchewan Farm Safety Com- 
mittee was organized. This group will co-ordinate farm 
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safety activities the province and serve 
advisory group the Department Public Health 
and other agencies. 

1957, there were the average 500 farm 
accidents per month Saskatchewan. This based 
the conservatively estimated total 6000 acci- 
dents, which farm residents were incapacitated 
hours more for normal pursuits. There were 
farm work fatalities roughly fatalities per month. 


New teachers joining the Faculty the College 
Medicine assistant professors are: Obstetrics and 
Clemetson, from the Univer- 
sity College Hospital and London University, London, 


-England. Gerald Holman, gradu- 


ate the University Manitoba and recently ap- 
pointed Scholar Medical Science, from 
Johns Hopkins Hospital, Baltimore, Maryland. Physi- 
ology—Dr. Grindeland, from the University 
Iowa. Cancer Research—Dr. Bather the British 
Empire Cancer Campaign, Edinburgh; 
McMurray from the University Wisconsin; Dr. 
Lotz from The Chester Beatty London, 
England. 

Appointed instructors are Dr. Harland, 
Vancouver, and Dr. Deacock, London, England, 
anesthesia; and Dr. Ian. McDonald, Denver, 
psychiatry. 


has resigned from the Hospital 
full-time appointment the University Hospital. 


or 


tended the conference Organization 
Cells—Normal and Abnormal” the 


Dean Wendell Macleod and Mrs. Macleod (Dr. 
Jessie McGeachy) accompanied Ganadian students 
and four faculty Britain and Yugo- 
slavia for six tour and seminar under 
the auspices World University Service Canada. 
Dr. McGeachy also represented Canada the Eighth 
Congress, Medical Women’s International Federation, 


Dr. Jaques attended the Congress the Inter- 
national Society Blood Transfusion and the Congress 
the International Society Hematology Rome 
and was also the Canadian representative the Inter- 
national Committee for the Standardization Nomen- 
clature Blood Clotting Factors. 


Medicine the University Edinburgh, spoke the 
University Saskatchewan College Medicine 

“Trends Medical the Kingdom”, 
during September. 


The meeting .of the Western Division the 
Canadian Society will held 
Bessborough Hotel. 
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ONTARIO 


Day Care Centre for adults has recently been 
started the Toronto Psychiatric Hospital nearby 
building Elizabeth Street. Patients both sexes 
above the age are accepted doctor’s referral. 
full range staff personnel, investigation facilities 
and psychiatric treatments are available for these pa- 
tients. The clinical director, Dr. Jones, has had 
experience with day hospitals elsewhere Canada 
and overseas. The advantages day hospital are 
the lower cost patient care and the maintenance 
the patient’s links with his community. 


The Rockefeller Foundation has awarded grant 
$9000 for research phosphatides the Charles 
Best Institute. This research will directed Dr. 
Erich Baer the department synthetic chemistry. 


Ontario hospital insurance covering standard ward 
care year for the individual who does not 
insure with group and $50.40 year for family; 
insurance covering semi-private care $35.30 for the 
individual and $70.80 for family. 

Hospitals throughout Ontario will charge patients 
who are not members the Ontario hospital care 
insurance plan average rate $17 day for 
standard ward care. 

The present charge for ward bed Toronto 
about day but extras such x-rays, use operat- 
ing room, laboratory investigations, drugs and dressings 
are added this. The new rate $17 will include all 
‘hospital services. 

Semi-private rooms will cost about $20 day and 
private rooms $25 $30 day. These will all- 
inclusive rates. 


Despite fears expressed some quarters, the Ontario 
Department Health will continue mass chest x-ray 
surveys. Department officials have satisfied themselves 
that all miniature x-ray units the province have been 
equipped eliminate excess radiation. 

the same time the department will continue its 
pilot study the practicability including tuberculin 
testing with mass x-ray surveys conducted few 
cities. least year will required secure 
sufficient information reach decision the 
value the combined procedures. 


Dr. Sellers, superintendent the Defence 
Research medical laboratories since 1955, has been 
appointed head the department pharmacology 
the University Toronto. Dr. Sellers succeeds Dr. 
Harry Cullumbine, who has resigned become vice- 
president (research) Philadelphia firm. 


The department medicine the Women’s College 
Hospital part the teaching service the 
University. Dr. Jean Davey, chief medicine, has 
been appointed assistant the department 
medicine with Dr. Joan Vale and Dr. Peggy Hill 
clinical assistants. The department obstetrics and 
the Women’s College Hospital has been 
teaching unit for some time. Dr. Geraldine Maloney, 
chief this department, has been appointed assistant 
professor. 
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Other university staff changes include promotions 
the rank professor for Brooks, Brown, 
Welsh (Surgery); James Campbell, part-time (Banting 
and Best Departments Medical 
Haist (Honorary) the same department. 

Promotions associate professorships include: 
William Paul, part-time (Pathological Chemistry); 
Goranson (Physiology). 

Those promoted assistant professorships are: 
Anderson (Anatomy); Rosemary Hawkins, part- 
time (Physiology); Boothroyd and Abraham 
Miller (Psychiatry); Keith (Surgery) and 
Dmytro Buchnea (Banting and Best Department 
Medical Research). 

Those given the rank associate are: Franklin 
Smith (Medicine); Paul (Obstetrics and 
Bailey and Elizabeth Chant Robertson 
Harold Kalant (Pathological Chemistry); Lewis, 
Rowsell, Alexander Bonkalo, McCulloch, 
Alan Parkin, Rosen and Watson (Psy- 
(Radiology); and Barclay (Surgery). 

CHASE 


QUEBEC 


The weekly medical staff the Montreal 
General Hospital held Wednesday, September 10, 
took very special significance. was the occasion 
Dr. Peters’ 86th birthday and also his 60th 
year association with the hospital. The total consult- 
ing and resident staff, and many guests, therefore made 
this the occasion ceremony honouring Dr. Peters. 
Dr. Gordon Montgomery briefly introduced Dr. Peters 
the audience his friend, his associate 
teacher. Dr. Peters then described some incidents that 
had occurred during his period association with this 
famous institution. interned there 1897 and 
joined the staff “house man” 1898, when 
was 200-bed infirmary with only two clinical teachers 
the staff. that period and time the year, 
typhoid was the great problem and the most adequate 
therapy was the large iron tub bath, one per ward, 
used for lowering temperature. Lobar pneumonia, sepsis, 
tabes and huge aneurysms were problems dealt 
with every day. 

Since those days, Dr. Peters has been connected 
with this institution active and consulting capacities 
except for his service the South African War and 
the First World War. 1905, was appointed chief 
out-patient physician, the same year that Dr. 
Bazin was appointed chief out-patient surgeon. This 
had helped establish firm association and friend- 
ship between the two which continued and grew, and 
ended only very short time ago with the passing 
Dr. Bazin. 

Dr. Peters was made attending 1915 
but later that same year joined the 9th Field 
Ambulance, and went overseas shortly thereafter 
its commanding officer. 1933 became consultant 
physician the hospital. Even though now formally 
retired, still visits the hospital regularly. Dr. Peters 
especially emphasized two points. Firstly, felt that 
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there are today the staff this hospital men 
good any and that good hands; secondly, 
deplored the great lack appreciation the old 
family doctor. The general practitioner always has been 
and will continue the backbone medicine, being 
not only good doctor but also friend the family. 


Dr. Cameron, physician-in-chief the hos- 
pital, made the closing remarks and presented 
behalf the staff the hospital gift book) 
Dr. Peters. 


The new St. Charles Joliette Hospital for mental 
illness will completed and occupied the very near 
future. This will 1500-bed psychiatric hospital 
located the outskirts Joliette. was planned and 
erected accordance with the standards for psychiatric 
hospitals the American Psychiatric Association and 
forms part the provincial effort cope with the 
problem mental illness. 


has been announced the Montreal General 
Hospital that Dr. Joseph Pritchard, pathologist-in- 
chief, will retire. will, however, remain member 
the McGill University staff associate professor 
pathology. Dr. Pritchard will succeeded his 
present assistant, Dr. William Mathews. Dr. 
Mathews also assistant professor pathology the 
university and his new position will assume increased 
teaching responsibilities. 

The Principal University has announced 
number staff appointments and promotions. the 
faculty medicine, Dr. Burns becomes full 
professor physiology. Promoted the rank associ- 
ate professor are Drs. Dancey and Lehmann 
Wiglesworth pathology. The following have 
been named assistant professor: Drs. Bourne, 
Halpenny and Milne medicine and 
clinical medicine and Drs. Giroud and 
Kalant investigative medicine. 


The first meeting sponsored the Montreal Medico- 
Chirurgical Society was held Thursday, September 
25, the auditorium the Montreal General Hospital. 
Dr. Harold Bean Leeds, England, spoke “Practice 
under the National Health Scheme the United King- 
dom”. Dr. Bean recognized authority the 
National Health Service and six-week tour 
Canada and the United States, sponsored the 
British Medical Association. certain that the 
British scheme fine thing for patients but believes 
that there still room for improvement from the 


Dr. Donald Lawrence, past president the Osler 
Society McGill, has been awarded the William Osler 
medal the American Association the History 
Medicine for his essay, “Resurrection and legislation, 
or, Body-snatching relation the Anatomy Act 
the Province Quebec”. Dr. Lawrence, who gradu- 
ated 1957, the resident staff the Montreal 
General Hospital. eleven years since 
student last won the medal, which competed for 
students all medical schools the U.S. and Canada, 
but three the fourteen awards have been earned 
McGill. 
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NOVA SCOTIA 


Dr. Kirk, superintendent and senior treatment 
medical officer Camp Hill Hospital, Halifax, was 
awarded fellowship the American College 
Hospital Administrators Chicago August 17, 
1958. This fellowship granted individuals who 
have had training and extensive experience hospital 
administrators. 


Dr. Shane, Associate Professor Medicine 
(Dalhousie), has been appointed member the 
Committee Non-surgical and Drug Therapy the 
American College Chest Physicians. This committee 
serves under the Council Research the College. 

Dr. James Vilbert, formerly fellow surgery 
the Mayo Foundation, Rochester, Minnesota, now 
Truro, N.S. 


The annual meeting the Nova Scotia Association 
Radiologists was held the Victoria General Hos- 
pital, Halifax, April 20, 1958. The new slate 
officers elected was follows: President, Roby, 
Windsor; Vice-President, Manchester, Halifax; 
Secretary-Treasurer, Richard James, 
Directors, Corbett, Sydney, Price, Amherst, 
and Miller, New Glasgow. 


Dr. Richard deC. Saunders, head the De- 
partment Anatomy Dalhousie University, has been 
granted James Picker Foundation award. This was 
announced the National Research Council Canada, 
which administering the Foundation’s 
funds for the first time. The grant will applied 
fostering study presently being done Prof. Saunders 
patterns highly vascularized active tissue, such 
are found the brain. 


Dr. Saunders possesses x-ray microscope which 
provides great penetration and magnification and 
wide field view, which makes more valuable than 
standard radiographic methods. 


PRINCE EDWARD ISLAND 


The Annual Meeting the Medical Society 
Prince Edward Island, the P.E.I. Division the 
Canadian Medical Association, was held the Prince 
Wales College Auditorium, Charlottetown, August 
and 23. The guest speakers were Dr. William 
Oille and Dr. Stuart Gordon the University 
Toronto, and the C.M.A. was represented the 
President, Dr. VanWart and Dr. Peart. 
The President the Canadian Medical Association 
was the guest speaker Friday’s luncheon the City 
Hospital, and Dr. Peart spoke Saturday’s luncheon 
the P.E.I. Hospital. Friday evening, the Medical Ball 
was held the Charlottetown Hotel, and Saturday 
evening the President, Dr. Maloney, held 
informal reception his summer home, West Keppoch. 

the business session, the following officers the 
Society and others were elected: Officers the Society: 
President, Dr. Maloney; Vice-president, Dr. 
Laidlaw; 2nd Vice-president, Dr. Frank Mac- 
Millan; Honorary Secretary, Dr. Moreside; Hon- 
orary Treasurer, Dr. Lea. County Representatives 


(Continued page 780) 
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NEW! 


with inherent long action 


FOR THE TREATMENT MILD MODERATE 
MENTAL AND EMOTIONAL DISORDERS 


FOR THE RAPID CONTROL NAUSEA AND 
VOMITING FROM WIDE VARIETY CAUSES 


which represents major advance 


significant 


rapid onset action 


pronounced therapeutic response-with very small doses 
prolonged therapeutic effect 


low incidence side reactions 


PRESCRIPTION 
TABLETS, mg., mg. and mg. 
STERILE SOLUTION, cc. multiple-dose vials mg./cc.) 


for intramuscular injection 
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(Continued from page 778) 


Executive Committee: Prince, Dr. Dewar; 
Queens, Dr. Coady; Kings, Dr. Kassner. 
Immediate Past President: Dr. Prowse. Repre- 
sentative C.M.A. Executive: Dr. MacMillan. 
Chairman Committee Economics: Dr. Mac- 
Millan. 

very enjoyable Clinical Meeting the Society was 
held Wednesday, September 24, the Charlotte- 
town Hotel. The guest speaker was Dr. Atlee 
Halifax, N.S., who addressed the company dinner. 
His theme was “The First Ten Minutes Life”. 
Earlier the afternoon, the section heard 
two talks the “Management Gastro-Intestinal 
Infections” Dr. O’Hanley and “Respiratory Infec- 
tions” Dr. Drysdale, while the section obstetrics 
heard papers “Bleeding the Last Trimester” 
Dr. Irwin and “Ante-Natal Care” Dr. Maloney. 
There was remarkably fine attendance the local 


BOOK REVIEWS 


SOCIAL CLASS AND MENTAL ILLNESS. Community 
Study. Hollingshead and 442 pp. 
John Wiley Sons, Inc., New York, 1958. $7.50. 


This important book the product the earnest 
labours Yale University research team headed 
the co-authors, professor sociology and professor 
psychiatry. Most the book devoted the testing 
three hypotheses, namely: 

The prevalence treated mental illness related 
significantly individual’s position the class 
structure. 

The types diagnosed psychiatric disorders are 
connected significantly the class structure. 

The kind psychiatric treatment administered 
psychiatrists associated .with the patient’s position 
the class structure. 

The research team proceeded test their hypotheses 
upon all those citizens New Haven, Connecticut, 
who were “in treatment with psychiatrist under the 
care psychiatric clinic mental hospital between 
May and December 1950”. Each patient was 
assigned social class graded from and data 
were collected about the patient and about the treat- 
ment agent and/or agency. The data were treated 
statistically and would appear lend support the 
hypotheses the authors. does appear that classes 
and contribute disproportionately the preva- 
lence treated mental illness or, put another way, the 
higher the social class the less likely person 
involved with psychiatrist psychiatric agency. 
reference hypothesis (2), the class scale de- 
scended the probability that treated mental illness 
psychosis rises; the class scale ascended, 
the greater the probability that the illness will 
neurosis. Among the neuroses, hysterical reactions are 
most characteristic the lowest class (V), character 
neuroses class I-II; depressive reactions are much 
more common the class scale ascended, and 
obsessional neurosis almost completely limited 
class I-II. The incidence neurosis does not appear 
linked class. Class contributes the bulk the 
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psychoses, particularly the organic 
phrenic groups. There relatively little variation 
between the other classes for the psychoses. 

The section the book which lays out the evidence 
supporting hypothesis (3) likely highly provoca- 
tive and disturbing the clinician. Members the 
medical profession frequently assert that every person, 
however humble however poor, will receive adequate 
and effective treatment, the type treatment depending 
upon the diagnosis and not upon the ability pay 
the social class. Not psychiatry. Here, whether 
there will treatment not, where and whom 
will carried out depends upon class and upon income. 

The authors collected great deal additional data 
questionnaire which summarized both direct 


inferential manner. These data attempt get 


the attitudes and values the patients and their thera- 
pist with respect mental illness, psychiatry and 
society. This combined with their statistically treated 
data section conclusions and recommendations. 
here that this reviewer any rate felt great 
disappointment and concern. Psychiatry and psycho- 


logical theory field characterized more heat than 


light, more faith than fact. this final point 
the book, the authors appeared refreshingly willing 
face this squarely, and content raise more questions 
than they answered. This adventuresome bark, however, 
breaks upon the very rocks about which they have 
assiduously warned the reader. The authors, apparently 
imprisoned their faith the infallibility psycho- 
analytic theory, their faith the efficacy psycho- 
therapy, and their own class biases, proceed their 
recommendations answer the very questions they had 
earlier asserted required open mind and more re- 
search. Psychoanalytic theory, which best they had 
claimed had validity for classes and II, used 
account for the behaviour and sentiments the lower 
classes. Freud’s tiresomely egocentric remark that “the 
pure gold analysis may have alloyed with the 
copper direct suggestion” becomes the basis for their 
thinking about remedies for the admittedly deplorable 
class-determined differential psychiatric attention. 
The picture the nature the lower classes which 
emerges the traditional upper class attitude which 
they had earlier deplored. With 
this reviewer feels this highly provocative and in- 
tensely interesting book worthy study anyone 
directly indirectly related the psychiatric field. 


ENDOCRINE PATHOLOGY THE OVARY. John 
McLean Morris, Yale University, and Robert Scully, 
Harvard Medical School, Boston. 151 pp. Illust. The 
Mosby Company, St. Louis, Mo., 1958, $8.50. 


The authors this excellent small book state their 
preface that the purpose the book “is correlate 
the pathologic changes occurring the ovary with 
accompanying clinical findings”. Considering the many 
gaps our present knowledge, they have accomplished 
this satisfactory manner. doing, they have 
put into one book observation, facts and theories which 
previously could only obtained from many sources. 
The book has nine chapters but basically divided into 
three. the first, introduction, the embryology, 
normal histology and physiology the ovary are 
reviewed. Methods hormone assay with their limita- 
tions and normal values are presented. the second 
portion, non-neoplastic abnormalities with endocrine 
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effects are discussed, and the third, neoplasms with 
endocrine effects are classified and described. 

the second division, the authors are contro- 
versial field. Ovaries similar closely similar histo- 
logic picture are associated with variety endocrine 
disturbances which make difficult, and often im- 
possible, correlate morphologic change with clinical 
evidence endocrine upset. Polycystic ovaries and 
hyperthecosis are discussed relationship metro- 
and sterility, and 
virilism. Cortical stromal hyperplasia and hilus cell 
hyperplasia are briefly discussed, and 
relationship these breast and endometrial carcin- 
oma mentioned. Included this portion short 
outline form male pseudohermaphroditism, 
termed the authors “testicular feminization”. 

The third division, major portion the book, deals 
with neoplasms having endocrine effects. These are 
classified morphologic basis. The limitations and 
inadequacy this type classification are discussed 
and the authors fully justify their choice. Granulosa- 
theca cell tumours and arrhenoblastomas are fully and 
well presented. The rather uncertain group neoplasms 
such tumours, hilus cell tumours, 
luteomas and hypernephromas are classified together 
lipoid tumours. The final chapter interesting 
one which the authors attempt explain the ap- 
parent functioning effects occasionally associated with 
tumours not ordinarily considered have any hormone 
effect. 

The book well written and well indexed, and the 
references are numerous and well chosen. The photo- 
micrographs are superb, and should prove great 
value all interested gynzecologic pathology. Case 
reports are numerous and briefly presented but contain 
all essential detail. future editions, treatment, which 
only briefly discussed, should expanded. Chapters 
hermaphroditism and pseudohermaphroditism found 
the introduction, and Turner’s syndrome and testi- 
cular feminization presénted the second portion 
the book, might well discussed together and 
enlarged. These are only minor criticisms book 
which excellent and valuable contribution 


INTRODUCTION EXPERIMENTAL SURGICAL 
STUDIES. Dempster. 463 pp. Charles 
Thomas, Springfield, The Ryerson Press, Toronto, 
1957. $12.00. 


Dempster’s book intended for the postgraduate 
student surgery first engaging experimental 
surgery and research. 

The method approach selection clinical 
problem, followed outline the general trend 
research that particular field, including the basic 
surgical fundamentals essential considering and 
developing the problem. 

The selection topics excellent, particular atten- 
tion being given those problems current interest. 
Tissue regeneration, wound healing, tissue grafting 
and transplantation are adequately covered. The prob- 
lems hypothermia and hypertension are special 
interest, the consideration the cardiovascular 
system dealing with cardiac surgery, heart-lung substi- 
tutes, shock and peripheral vascular phenomena. 

Chapters are concerned with the behaviour 
injured tissues under various conditions. 
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chemical data are well documented and present 
adequate introduction the special problems which 
come later. 

particularly high quality the section genito- 
urinary investigation which aptly displays Dempster’s 
enthusiasm and original work this field. The section 
gastroenterological problems short; however, 
contains tremendous amount experimental data 
stomach, intestine, pancreas and liver, and the presenta- 
tion excellent. Reference selection and documentation 
are excellent throughout the book. 

This book valuable contribution for every re- 
search laboratory. should read not only the 
postgraduate student surgery, but every surgeon 


would like give his patient the benefit the 


advances his profession and the same time protect 
the patient from unwarranted experimentation. 


WARD Means. 187 pp. Harvard University Press, 
Cambridge; Reginald Saunders and Company 
Limited, Toronto, 1958. $4.95. 


Dr. Means, ex-chief medical service the 
Massachusetts General Hospital, gives 
account Ward later named the Mallinckrodt Re- 
search Ward after one its most generous benefactors. 
This valuable book, only about 180 pages, should 
not overlooked chiefs services, hospital ad- 
ministrators, all those interested research whether 
medically qualified not, and last but perhaps most 
important, those involved granting funds for re- 
search. 

Ward has only beds, but the last years 
has supplied much information about variety 
medical mysteries; lead poisoning, beryllium poisoning, 
thyroid and parathyroid function are only few 
the topics discussed here with good sense and humanity. 
Dr. Means warms the heart including accounts 
those patients who have contributed the wellbeing 
others allowing the workers Ward 
access them during life and after. The account 
Captain Charles Martell, sea captain with para- 
thyroid disease, would itself give the book first- 
class value. However, quite apart from its interest 
‘as account active and enterprising group 
scientists, Dr. Means’s work is, says his preface, 
aimed convincing readers that medical research 
example special sort research which has 
never been properly understood. Dr. Means makes 
strong case for his policy “investing investigators 
high promise and then giving them much freedom 
inquiry possible”. 

One hopes that those responsible for financing re- 
search, whether the staffs government agencies, 
foundations lay organizations, will take Dr. Means’s 
lesson heart. The easy problems science have 
mostly been solved. Those that lie ahead are likely 
become more difficult, calling for sustained and 
passionate effort enduring for years, even 
futile whip enthusiasm for project lasting 
few months program aimed “success” few 
years. The good medical scientist like 
Columbus; sailing for the Indies finds America. 
Those who back research must show enough sense 
recognize this. Those who still require convinced 
should read this book. 
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FOR SORE THROATS AND MOUTH INFECTIONS 


suppress infection and soothe tissues without the hazards antibiotics anesthetics 


TONSILLITIS, PHARYNGITIS, 

ORAL THRUSH, APHTHOUS ULCERS, 
PROPHYLAXIS FOLLOWING TONSILLECTOMY, 
ORAL HYGIENE DEBILITATED PATIENTS 


DOSAGE: One Bradosol Lozenge every 2-3 hours, then longer intervals the in- 
fection regresses. 


Note: Bradosol Lozenges are well tolerated, and incur risk sensitization over- 
dosage. 


SUPPLY: Pleasantly flavoured lozenges containing 1.5 mg. Bradosol® (domiphen 
bromide); boxes 20. 
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TRAQUAIR’S CLINICAL PERIMETRY. Edited 
Scott, Edinburgh University. 333 pp. Illust. 7th ed. The 
Mosby Company, St, Louis, Mo., 1957. $17.00. 


Traquair’s classical treatise perimetry 
ably brought date his successor and former 
student, Professor Scott. 


this seventh edition (the first since the original 
author’s death), presentation has 
always with emphasis basic principles. The dis- 
cussion applied anatomy the visual pathways has 
been amplified. The chapters glaucoma and diseases 
the optic nerve and chiasm have been rewritten. 
Changes required advances knowledge have 


been made the sections optic neuropathy and ..: 


lesions the anterior part the optic radiations. 
New sections have been added visual field dis- 
turbances thyrotrophic exophthalmos and following 
mitral valvulotomy. 


This latest edition Scott retains the best features 


Traquair and will continue leading reference 
this field. 


HANDBOOK HISTOPATHOLOGICAL TECHNIQUE 
(Including Museum Technique). Culling. 446 pp. 
Illust. Butterworth Co. Ltd., London, 1957; Toronto, 
$9.00. 


Mr. Culling, well being chief technician the 
Westminster School Medicine, lecturer 
histopathological technique the Sir John Cass 
College London and the Bromley Technical In- 
stitute Kent. 


His book comprehensive and up-to-date account 
the histological and museum preparation techniques 
which his long experience has shown him are the most 
reliable. particularly interesting and informative 
about the theory underlying technical procedures, in- 
creasing enormously the value the book the 
technician, who will find reasons for 


Special staining methods for individual chemical and 
other elements cell structure are systematically and 
clearly The chapter special procedures 
gives the steps the performance autoradiography, 
vital staining, micro-incineration and injection tech- 
niques. 


The last chapter the book describes the complex 
optics involved the mechanism the various modern 
types microscope. The author enthusiastic about 
the value the phase-contrast and electron micro- 
scopic techniques. 

This book can, therefore, recommended those 
interested the rapidly expanding field technical 
procedures. will also valuable reference volume 
the shelves technical laboratory libraries. 


PSYCHIATRIC RESEARCH REPORTS the American 


Psychiatric Association. Edited Members the Com- 
mittee Research, 1956-57. No. Research Psy- 
chiatry with Special Drug Therapy. 181 pp. 
American Psychiatric Association, Washington, D.C., 
1958, $2.00. 


This another series Regional Research Con- 
ferences the American Psychiatric 
Association. This conference special interest, be- 
cause the excellence the program and discussion, 
all who are interested the following areas: drug 
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therapy psychiatry; the methodology 
psychiatry, especially applied the evaluation 
pharmaceutical agents; socio-psychological factors 
these areas research; and psychosomatic and endo- 
crine implications arising from drug effects the 


The drug therapy symposia deal mainly with the 
pharmacology and clinical effects proclorperazine 
cause today generally recognized that the pheno- 
thiazines may divided into two types “models”: 
the chlorpromazine (Largactil) type and 
the proclorperazine (Stemetil) type “model” pheno- 
this section there are papers Cook 
the pharmacology proclorperazine; Kline and 
his collaborators the clinical assessment the 
drug; Denber presenting some his preliminary 
results; Goldman the use proclorperazine 
psychotic cases; and particularly good paper 
Fritz Freyhan “The Neuroleptic Action and Effec- 
tiveness Proclorperazine Psychiatric Disorders”. 
active discussion follows each series papers. 

The other sections this book contain many im- 
portant papers. Callaway discusses information theory 
methods applied physiological studies, and Kubie 
There important “Academic Address” Abraham 
Wikler concerned with “the labyrinth facts and 
theories which connect psychiatry and pharmacology”, 
well many other papers grouped the manner 
mentioned above. 


The conference is, the opinion the reviewer, 
one the better ones far published. highlights 
much what known the field, and presents 
many the areas controversy papers people 
note, experience, and authority. thus recom- 
mended all who are interested these areas 
work. regretted, but apparently in- 
evitable, the spread time between presentation 


the material November 1956 and its publication 
March 1958. 


5-HYDROXYTRYPTAMINE. Proceedings Symposium 
Lewis, London. 252 pp. Illust. Symposium Publications 
Division, Pergamon Press, New York, 1958. $9.50. 


This book the reproduction symposium held 
London, England, April 1957. Included the 
work are original papers and round-table dis- 
cussions physicians, pharmacologists, physiologists 
and biochemists. Facts are precisely presented, well- 
designed experiments covering such topics 
occurrence and metabolism serotonin its 
relationship anaphylaxis. The papers which will 
interest the clinician most are those deal with 
carcinoids and drugs which antagonize serotonin. The 
book will invaluable those interested basic 
research, that source and reference book 


for all experimental work conducted serotonin 
April 1957. with most published symposia, the 


discussions which arise out the experimental work 
are most interesting because the speculation 
the exact role this ubiquitous substance animal 
metabolism and behaviour. 
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camera compact enough slip into your coat pocket fast 
enough, with its f/2 lens, for shots available light—under difficult 
conditions gives shutter speeds 1/500 second with rapid wind 
lever that advances the film and cocks the shutter simultaneously. 
perfect camera for action, for sequence pictures, for candid reportage. 


There are two models. The Kodak Retina Camera (shown here) 
has built-in exposure meter and 50mm f/2 lens, modestly 


priced $175. The Kodak Retina Camera has 50mm f/2.8 lens, 
comes without the meter, but otherwise identical, lists for $132. 


See the Retina Cameras and wide range 
accessories your Kodak 
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Kodak Retina Curtar Lens 
Component, 35mm 
$62.75 list. 


Interchangeable Kodak Retina 
Longar Lens Component, 
80mm $85.25 list. 


Kodak Rotary Flasholder, 
Type takes shots with- 
out reloading—only $11.95. 
Kodak Retina Flasholder 
Bracket $3.25. 


Prices are subject change 
without notice. 


Camera shown here size. 
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PORTAL HYPERTENSION. Alan Henderson Hunt. 230 pp. 
Illust. Livingstone, Edinburgh and London; 
The Macmillan Company Canada, Limited, Toronto, 


The author this Jacksonian Prize Essay the 
Royal College Surgeons for 1956, has indeed made 
contribution our knowledge the 
subject. clear, concise fashion has recorded 
his experiences from 1948 1956 relatively new 
field surgical endeavour. The book splendidly 
illustrated with many photographs portal and splenic 
venograms, each which made more interesting 
the inclusion the relevant case history Appendix 
Although necessarily brief, the case histories them- 
selves provide much unusual and fascinating material 
for study. all the author has observed and treated 
250 cases portal hypertension, which 
12.8% the total had extrahepatic obstruction and 
the remaining 218 had intrahepatic block due 
cirrhosis. the chapter devoted the effects 
portal obstruction, the study the hemodynamics 
the circulation particular value. well 
recording the portal venous pressures operation, 
the author and his assistants estimated the speed 
flow blood the portal vein after the injection 
radioactive sodium. Accurate serial radiographs after 
the introduction contrast medium either into the 
spleen radicle the portal vein played vital part 
the investigation. the chapter operative treat- 
ment, the results the various operations performed 
relieve portal hypertension have been subjected 
critical analysis. The succeeding chapters deal with 
the complications operative treatment, the effects 
portal systemic venous anastomosis, and the choice 
operation the light results obtained. four 
appendices, the technical aspects the various 
operations are discussed. This excellent book for 
either the physician surgeon interested 
problem portal hypertension. 


DER LUNGENBOECK ROENTGENBILDE (Radio- 
logical Features Pulmonary Karl Wurm, 
Associate Professor Medicine, University Freiburg, 
Reindell, Director the Roentgen-Radium Institute, 
Department Medicine, University Freiburg, and 
Heilmeyer, Chairman the Department Medicine, 
University Freiburg. 220 pp. Illust. Georg Thieme 
Verlag, Stuttgart; Intercontinental Medical Book Corpor- 
ation, New York, 1958. $18.55. 


This monograph based study the authors 
300 cases pulmonary sarcoidosis collected since 1950 
the University Hospitals Freidburg, Germany. 
From this material cases were selected and 
thoroughly reviewed. 


The authors distinguish three basic stages this 
disease, which appears commoner than days 
past. stage one, there only involvement the 
hilar and mediastinal lymph nodes. The second stage 
characterized the extension the process into 
the lung parenchyma way the lymphatics and 
the pulmonary circulation. this stage generalized 
miliary spread through the entire ung may occur to- 
gether with some isolated foci. stage 
three, conglomeration the pulmonary lesions and 
interstitial fibrosis may set in. Even this stage, 


the disease may take place. Further extension 


the process leads circulatory failure and death. 
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The authors have attempted establish the radio- 
logical criteria for the three stages the disease. The 
result well-illustrated atlas with 143 illustrations 
approximately cases pulmonary sarcoidosis. 
keeping with its “atlas” features, bibliography has 
been omitted. 

The differential diagnosis Boeck’s sarcoidosis from 
tuberculous mediastinal lymphadenopathy, Hodgkin’s 
disease, myeloid and lymphatic reticulum 
carcinoma, thymoma, neurinoma, fibroma, lipoma, tera- 
toma, diseases the cesophagus and mediastinitis 
well documented and demonstrated radiographic 
studies. The differential diagnosis pulmonary 
sarcoidosis from tuberculosis, silicosis, silico-tuberculo- 
sis, interstitial pulmonary fibrosis and cystic disease 
the lungs also mentioned, well scleroderma, 
lupus erythematosus and pulmonary adenomatosis. The 
clinical aspects the differential diagnosis Boeck’s 
sarcoid are discussed chapter eight. 


The monograph would valuable adjunct the 
bookshelf anyone interested this unusual disease, 
which should not overlooked because its distinc- 
tive roentgenological features. 


HISTORY PUBLIC HEALTH. George Rosen, 
Columbia pp. Publications, Inc., 
New York, $5.75. 


This the first series monographs medical 
history, whose aim stated the presentation 
each branch and specialty medicine terms its 
impact time and space human society. The 
distinguished author the present book, Dr. George 
Rosen, editor the American Journal Public Health, 
has written both with the professional health worker and 
the intelligent layman mind. Thus has succeeded 
producing very readable account public health 
from the earliest times. 


view the recent controversy, interesting 
note that under the Roman empire some physicians 
were paid fee for service, others were salary, 
and yet third group appeared have been paid 
some sort capitation fee well-to-do families. 
his account the middle ages, Dr. Rosen lays 
considerable stress the first attempts control 
communicable diseases, with particular reference 
leprosy and plague. describes also the organization 
health supervision communities, and the founda- 
chapter entitled Absolutism and Health” 
the transition from the middle ages the 
period enlightenment and revolution. Then comes 
the important period industrialism and the sanitary 
movement the Victorian era followed the advent 
bacteriology and the enormous expansion public 
health the present century. ends with the thought 
that many health problems have been solved 
theory, and that this knowledge simply awaits ap- 
plication practice. With this goes the thought, 
still alas often unrecognized, that the horizon any 
health worker must extend the whole international 
community. 


The book furnished with selective bibliography 
and list memorable figures the history 
public health, together with selected list world 
periodicals public health and various public 
health associations. Dr. Rosen has done his work well 
and produced agreeable book. 
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NEUROSES THAT RUN THROUGH FAMILIES 
Walter Alvarez, M.D., D.Sc., 


Emeritus Professor Medicine, 


University Minnesota (Mayo Foundation) 


Here new book designed save the 
physician much time arriving the 

correct diagnosis before initiating course 
treatment. Dr. Alvarez has instilled 
convictions based his fifty years practice 
(twenty-five the Mayo Clinic) and 

his analysis nearly 700 cases 
persons having puzzling nervous syndromes. 


language that all times clear and 
colloquial, this book tells the physician how 
better knowledge patient and his 
family—gained through the expenditure 
few extra minutes getting more 
complete history—can save him hours, even 
days and weeks fruitless treatment 

organic symptoms basically 
psychosomatic conditions. 


With the guidance this book affords, the 
diagnostician will find the handling many 
formerly puzzling cases marvelously 
simplified, and the chances misdiagnosis 
reduced. Repeatedly throughout the book 
this statement corroborated: 

evidence for heredity overwhelming that 
cannot see how anyone could utterly 
nervous illness.” 
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Books Received 


Books are acknowledged but some 
cases reviews will also made later issues. 


Official Records the World Health Organization. The Work 
WHO 1957. No. 82. 183 pp. World Health Organization, Palais. 
des Nations, Geneva, 1958. $1.25. 


Human Blood New York City: Study its Procure- 
ment, Distribution and Utilization. Conducted the Committee 
Public Health. 147 pp. The New York Academy Medicine, 
New York, 1958. 


Practical Microscopy. Martin and Johnson. 138 pp. 
Blackie and Son Limited, London and Glasgow, 1958. 25s. 6d. 


The Surgeon’s Tale. Richardson. 256 pp. Illust. George 
Allen Unwin Ltd., London, 1958. 25s. 


méthodes sychosomatiques sans 
douleur: Histoire, théorie, pratique (Psychosomatic Methods for 
Painless Delivery: History, Theory, Practice). Chertok. 348 
pp. L’expansion scientifique francaise, Paris, France. 1958. 


Histopathologie der Tumoren der Kiefer und der Mundhohle 
(Histopathology Tumours the Jaw and the Oral Cavity). 
Prof. Dr. Med. Langer. 167 pp. Georg Thieme Verlag, 
Stuttgart, Germany; Intercontinental Medical Book Corporation, 
New York, 1958. $11.80. 


Joint FAO/WHO Expert Committee Brueellosis: Third 
Report. WHO Technical Report Series No. 148. pp. World 
Health Organization, Palais des Nations, Geneva, 1958. $0.60. 


Rehabilitation After and Accident. Edited 
Ling and 119 pp. Bailliére, Tindall Cox, 
London, England; The Macmillan Company Canada Limited, 
Toronto, 1958. $2.15. 


Essentials Gynecology. Stewart Taylor. 502 pp. 
Lea Febiger, Philadelphia; The Macmillan Company 
Canada Limited, Toronto. 1958. $12.00. 


The Interference Microscope Biological Research. 
Hale. 114 pp. Illust. Livingstone Ltd., Edinburgh and 
Macmillan Company Canada Limited, Toronto, 


Leptospirosis Man and Animals. Alston and 
Broom. 367 pp. Illust. Livingstone Limited, Edinburgh 
and London; The Macmillan Company Canada Limited, To- 
ronto, 1958. $6.75. 


Sagall. 259 pp. Illust. The Macmillan Company, New York and 
Toronto, 1958. $10.50. 


des Menschen und ihre Erreger, 
Band (Human Infections and Their Causative Organisms, 
Volume I.). Grumbach and Kikuth. 840 pp. Georg Thieme 
Verlag, Stuttgart, Germany; Intercontinental Medical Book 
Corporation, New York, 1958. $47.15. 


des Menschen und ihre Erreger, 
Band II. (Human Infections Causative Organisms, 
Volume Ii). Grumbach and Kikuth. 862 pp. Georg Thieme 
Verlag, Stuttgart, Germany; Intercontinental Medical Book 
Corporation, New York, 1958. $47.15. 


The Medical Assistant: Guide Book for the Nurse, Secre- 

tary, and Technician the Doctor’s Office. Miriam Bredow. 

430 pp. Illust. McGraw-Hill Book Company Inc., New York, 
London and Toronto, 1958. $7.88. 


International Standards for Drinking-Water. 152 World 
Health Organization, Palais des Nations, Geneva. 1958. $4.00. 


BATTLE SANITARIUM 


general medical institution equipped with 
diagnostic, rehabilitative and therapeutic facilities. 
Close co-operation with home physicians manage- 
ment chronic diseases. 


For rates and further information, address Box 


THE CREEK SANITARIUM BATTLE CREEK, MICHIGAN 
92nd YEAR CONTINUOUS SERVICE 


New Medical 


CLINICAL ENDOCRINOLOGY 


Karl Paschkis, Abraham Rakoff and 
Abraham Cantarow, all Jefferson Medical 
College, Philadelphia. Second edition widely- 
used textbook. Presents endocrine disorders problems 
pathologic physiology. 953 pages, 274 illustrations, 
second edition 1958. $19.75. 


SOCIAL PSYCHIATRY ACTION 


Harry Wilmer, Captain, Medical Corps, 
U.S.N.R. Describes the management and behaviour 
changing group acutely disturbed psychiatric 

atients Naval Psychiatric Treatment Centre. 
psychiatrists, psychologists, social workers, nurses, 
hospital administrators scientists. 
397 pages, illustrated, 1958. $9.50. 


HOSPITAL PLANNING FOR THE 
ANESTHESIOLOGIST 


William Dornette, Professor Anes- 
thesiology, University Tennessee College 
Medicine. Though intended primarily for the anes- 
thesiologist, this book will prove useful anyone 
involved the design new building remodelling 
program. 135 pages, illustrations, 1958. $5.75. 


THE RYERSON PRESS 
299 Queen Street West, Toronto 2-B 


The Chemical 
Prevention 


HANS SELYE, M.D., Ph.D., 


NEW! complete correlation the current 
world-wide clinical and experimental observations 
cardiac necroses. This information viewed the 
light the extensive investigations the production 
and prevention the 
pathies animals carried under Dr. Selye’s direction 
the Institute Experimental Medicine and Surgery, 
University Montreal. 


These investigations homogenous animal material 
reveal that cardiac necroses can produced variety 
drugs, physical agents, allergens, and infections. One 
the author’s most important results show that 
the production necrotizing myocarditis many 
agents uniformly influenced corticoids and 
the basis this research highly 
probable that some the spontaneous necrotizing 
cardiopathies man may also beneficially influenced 
one the more commonly available salts. Book 
includes extensive bibliography world literature 
the subject. ills., tables; 250 pp. Oct. 31. $7.50 


Order direct from: 
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THE RONALD PRESS COMPANY East 26th New York 


JOURNAL 
Canadian Medical Association 


Editorial Office—150 St. George St., Toronto 
General Secretary’s Office—150 St. George St., Toronto 


SUBSCRIPTION RATES 


The Journal supplied paid-up members the 
membership. Medical libraries, hospitals, 
viduals may subscribe the Journal $12.00 year, 
payable advance. There special rate for medical 
students residing Canada $2.50 year. Subscrip- 
tions and all relative correspondence should 
addressed the Canadian Medical Association Journal, 
150 St. George Street, Toronto Ontario. 


INSTRUCTIONS CONTRIBUTORS 


Manuscripts: Manuscripts original articles, case 
reports, clinical and laboratory notes, and special articles 
should submitted the Editor the 
editorial office, 150 St. George St., Toronto, with 
covering letter requesting consideration for publication 
the Journal. Acceptance subject the under- 
standing that they are submitted solely this Journal, 
and will not reprinted without the consent both 
the Editor and the author. Articles should typed 
one side only unruled paper, double-spaced and 
with wide margins. Carbon copies cannot accepted. 
The author should always retain carbon copy 
material submitted. Every article should contain 
summary the contents. 

The Editor reserves the right make the usual editorial 
changes manuscripts; these include such changes 
are necessary ensure correctness grammar and 
spelling, clarification obscurities conformity 
Journal style. case will major changes made 
without prior consultation with the author. Authors will 
receive galley proofs articles before publication, and 
are asked confine alterations such proofs 
minimum. 

Reprints may ordered form supplied with galley 
proofs. 

References: Authors should limit references published 
work the minimum necessary for guidance readers 
wishing study the subject further. They should not 
quote articles they have never seen, and should set out 
references numbered list the end the article, 
thus: 

order: (1) Author’s name and initials capitals. 
Where more than three authors are concerned 
article, only the first should named, with al. 
reference the others. (2) Cumulative Index Medicus 
abbreviation journal name. (3) Volume number. 
(4) Page number. (5) Year. 

References books should set out follows: 
S., Textbook Medicine, Jones and Jones, 
London, Ist ed., 30, 1955. 

Photographs should glossy prints, 
unmounted and untrimmed, preferably not larger than 
inches. Colour work can published only 
the author’s expense. Magnification photomicro- 
graphs must always given. Photographs must not 
written typed on. Identification can made 
pasting identifying legend the back. Patients 
must not recognizable illustrations, unless the 
written consent the subject publication has been 
obtained. Graphs and diagrams should drawn 
india ink suitable white paper. Legends all 
illustrations should typed separately from the text 
the article. should not rolled folded. 
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CLASSIFIED ADVERTISEMENTS 


Please send copy Canadian Medical Association Journal, 
150 St. George Street, Toronto Ontario. 


Rates: $5.00 for each insertion words less, addi- 


tional words 10c each. 


box number requested, there will additional 
charge 50c the first advertisement cover postage 
and handling charges. 


Miscellaneous 


MEDICAL BUILDINGS.—Does your local group contemplate 
the erection professional office building? are qualified 
advise fully all essentials. years’ continuous experience 
this specialized field. Johnston, c/o Bosley and 
Company, Toronto, Ontario. Telephone HUdson 1-6137. 


FOR SALE.—Meyer 40-90 X-ray, steel Bucky table, full 
length fluoroscope, all perfect working condition. Have 
move—will sacrifice $8000 equipment for $1000. Ideal for small 
hospital country practice. You come and get it. Dr. 
Rogers, 2391 West 10th Avenue, Vancouver British Columbia. 


Office Space 


FOR RENT.—BRIGHT FRONT OFFICE new bank build- 
ing, next liquor store, located Scarborough (East Toronto). 
Air conditioned; paved parking; high traffic count. Four public 
schools within four blocks. Ideal for general practitioner, 
E.N.T. Telephone AMhurst 1-7811 


OAKWOOD MEDICAL CENTRE.—Excellent opportunity for 
general practice, obstetrician and pediatrician. Modern new 
building with office space—decorated, located 168 Oakwood 
Avenue, Toronto, just north St. Clair 


OFFICE active general practice for sale lease located 
shopping centre northwest suburb Toronto. Doctor 
leaving postgraduate work. Reply Box 880, Canadian 
Association Journal, 150 St. George Street, Toronto 

ntario. 


Positions Wanted 


ORTHOPAEDIC SURGERY AND TRAUMATOLOGY.—Can- 
adian medical graduate, age years, married. Two years’ 
general practice and five years’ residency. Now eligible for 
fellowship examination. Available immediately. Reply Box 
828, Canadian Medical Association Journal, 150 St. George 
Street, Toronto Ontario. 


position for general practice. Ontario preferred, but other 
provinces considered. Available spring summer 1959. Reply 
Box 860, Canadian Medical Journal, 150 St. 
George Street, Toronto Ontario. 


WANTED: GENERAL PRACTICE opening around 
Montreal well trained young man. Two years’ medicine and 
opening. Could give some cash, and terms. Reply Box 865, 
Canadian Medical Journal, 150 St. George Street, 
Toronto Ontario. 


RADIOLOGIST, fully certified and with experience, wishes 
locate southern Ontario. British graduate. Diagnostic 
radiology. present working Canada and available for 
interview. Reply Box 886, Canadian Medical Association 
Journal, 150 St. George Street, Toronto Ontario. 


AVAILABLE IMMEDIATELY.—Toronto graduate, with con- 
siderable experience general practice and industrial 
medicine, desires medical opportunity. Reply Box 872, Can- 
adian Medical Association Journal, 150 St. George Street, 
Toronto Ontario. 


RADIOLOGIST, Canadian graduate, D.M.R. American boards 
and Canadian certification diagnostic radiology. Available 
for part-time work Toronto Reply Box 877, 
Canadian Medical Association Journal, 150 St. George Street, 
Toronto Ontario. 


DIAGNOSTIC RADIOLOGIST, Canadian citizen, Toronto 
graduate. present completing residency eastern United 
States teaching hospital. Requires year practice beginning 
July 1959, anywhere Canada, comple‘e requirements for 
certification. Reply Box 879, Canadian Medical 
Journal, 150 St. George Street, Toronto Ontario. 


theatre. Telephone Dr. Luke Teskey LEnnox 6-5426. 
EXPERIENCED GENERAL PRACTITIONER seeks location 
SURGEON, age years; English qualifica- 
tion and F.R.C.S. Edinburgh; sound training and wide ex- 
perience including years’ desires full-time 
progressive orthopedic appointment offers. Eligible fellow- 
ship examination. Conscientious and hardworking. Available for 
interview Canada now. Write Box 884, Canadian Medical 
Association Journal, 150 St. George Street, Toronto Ontario. 


SASK. DEPT. PUBLIC HEALTH 


requires for its 


RESTORATION PROGRAM 


Headquarters Regina 


DIRECTOR PHYSICAL MEDICINE 


$9,936 $12,084 


File No. 5649 


Specialist Physical Medicine with experience practice 
specialty and administration; direct and develop estab- 
lished rehabilitation program within rehabilitation centre 
in-patient beds and assist the promotion and development 
physical medicine general hospitals throughout the province. 


SPECIALIST PHYSICAL MEDICINE 


$9,552 $11,616 


File No. 5650 


responsible the Director Physical Medicine expand- 
ing rehabilitation centre fifty in-patient beds and large out- 
patient case load with staff physiotherapists, occupational 
therapists, speech therapists, teacher therapists, psychologist and 
social workers. 


Forms and further information available Public Service Com- 
mission, Legislative Bldg., Personnel Officer, Dept. Public 
Health, Prov. Health Bldg., Regina, Sask., Canada. Applicants 
should quote file numbers. 


OKANAGAN VALLEY DIRECTOR LABORATORIES 


CLINICAL PATHOLOGIST 
PROVINCE BRITISH COLUMBIA, CANADA 


clinical pathologist act Director Laboratories for the three 
main Okanagan Valley hospitals, and provide laboratory supervision over 
the six (25-50 bed) hospitals. 


The area served has population 75,000 (540 beds with phvsicians 

staff). The major populations are located Vernon, 10,000—Kelowna, 

and Penticton, Transportation good with miles 
first-class highways between these centres. 


The Director employed and located the Kelowna General 
Hospital (accredited 170 beds) where first-class regional laboratory will 
equipped and maintained. 


Qualified are asked apply Dr. Clarke, Secretary 
the Okanagan Pathology Committee, Kelowna General Hospital, Kelowna, 
giving particulars qualifications and interest this newly created 
position. 


Salary 15,000, depending qualifications and 
experience, with additional $1,000 for travel expenses. 


THE BRITISH COLUMBIA 
PROVINCIAL GAOL SERVICE 


requires 


One full time medical officer for duties the 
Oakalla Prison Farm, Burnaby 


The duties consist those customarily associated with medical services 
large central prison, which also centre for classification other units. 
The incumbent this position will part the Treatment team working 
closely with the Deputy Warden charge Treatment Services, and the 
Senior Medical Officer the Provincial Gaol Service. This institution houses 
male and female offenders number decentralized units. 

Salary: $480 $575 $675 $725 per month, depending qualifications 
and experience. 


Fringe benefits include government pension, medical benefits, paid sick and 
holiday leave. 


Further details and application forms obtained contacting the 
the Director Correction, Rm. 205 1075 Melville St., Vancouver, 


DIRECTOR 


Hospital Administration 
and Standards Division 


DEPT. PUBLIC HEALTH 
Regina, Sask. 


Salary Range: $9936- $12,084 per annum 


Requirements: Graduation from approved 
School Medicine, considerable experience 
Hospital Administration its equivalent, pre- 
ferably training courses Hospital Administration; 
direct activities the Division which includes 
consultation all phases hospital organization 
and administration general hospitals throughout 
the Province. 


Application forms available from Public Service 
Commission, Legislative Bldg., Regina, Sask., 
Canada, and may submitted for immediate 
consideration. Please refer file #5631. 


For Canadian and U.S.A. Practitioners 
Are you preparing for any Medical, Surgical 
amination? 
Send Coupon below for valuable publication 


“GUIDE MEDICAL 
PRINCIPAL CONTENTS 


The England and Edinburgh. 

The F.R.C.P. Canada and Certification Exams. 

The M.R.C.P. London and Edinburgh. 
The Diploma Tropical Medicine. 
Diploma Ophthalmology. 

Diploma Psychological Medicine. 

Child Health. 

Diploma Physical Medicine. 

Diploma Public Health. 

Diploma Pathology. 


You can prepare for any 

these qualifications postal 

study home and come 

Great Britain for ex- 

amination. 

uition. Courses for 

all Canadian and Welbeck Street, 

Sir,—Please send copy your 
“Guide Medical 
return. 


Address 


C.M.A. 


THE SECRETARY 
MEDICAL 
CORRESPONDENCE 
COLLEGE 
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MEDICAL NEWS Brief 


(Continued from page 758) 


SERUM LIPID AND 
CESTROGENIC EFFECTS 
MANVENE, NEW 
CESTROGEN ANALOGUE 


long-term clinical trial 
varying dosages Manvene, 
new analogue, was 
lation, 17: 1035, 1958) evaluate 
its usefulness 
agent without significant cestro- 
genicity men with coronary 
heart disease. Similar patients were 
treated with Premarin, conven- 
tional potent cestrogen, for com- 
parison. Serum lipid studies and 
clinical evaluations were done 
all patients during pre-treatment 
control period and after two and 
six months therapy. 

dosages above 2.5 mg. daily, 
Manvene 
serum lipid changes, but mg. 
Manvene was required match 
the lipid changes produced 
mg. Premarin. 

Manvene produced changes simi- 
lar those adequate doses 
conventional some 
changes were slight. However, 
significant serum lipid changes 
effects were seen the 
patients. This observation suggests 
the feasibility continuing the 
search for truly 
cestrogen derivative with main- 
tained lipid-metabolic effects. 


NUFFIELD RESEARCH 
REPORT 


The Feurth Report the Nuf- 
Hospitals Trust 
contains record the progress 
schemes and descriptions new 
projects undertaken 
auspices the Trust between 1955 
and 1958. its introduction, the 
authors the report stress the fact 
that the Nuffield Provincial 
pitals Trust enjoys the confidence 
and independent body investigat- 
ing and analyzing the work the 


National Health Service 


undertaking experiments for its im- 
provement, and aiming always 
co-ordinating the services and re- 
moving overlapping. Surveys being 
undertaken are aimed obtaining 
factual information provide 
sound basis for planning future 
health and particularly hospital 


services. Study also progress 
formulate recruitment and 
training service for certain ancillary 
services. The 
Human Ecology, University 
Cambridge, has been aided 
medico-social study sudden 
death infancy. The aim 
establish whether deaths babies, 
attributed accidental suffocation, 
may fact caused bacterial 
viral infections. The Depart- 
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ment Social Medicine, Oxford, 
completing large-scale environ- 
mental study incidence and 
etiology cancer and 
adults. 

There enquiry into the 
causes accidents the home 
Aberdeen, and one accident 
proneness bus 
drivers. Various 


studies mental health services 
are progress, including one for 
the substitution outpatient serv- 


capillary hemorrhage 
duodenal ulcer 


: 
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ices for hospitalization Worth- 
ing, and one for model psycho- 
therapy centre small mental 
hospital the Midlands. 
thought that relatively expensive 
therapy mental illness may 
the long run prove more economic 
than custodial care. social and 
medical assessment the needs 
the aged being undertaken 
Scotland, and various rehabilitation 
projects are also being supported. 
Other projects 


Each C.V.P. capsule provides: 


practice, industrial health, training 
nurses and hospital admini- 
strators, and continuing analysis 
data the organization hos- 
pital departments. The report can 
obtained from Nuffield Lodge, 
Regent’s Park, London, 
England. 


SUICIDE DENMARK 


The Danes are usually thought 
happy and cheerful people; 


Bioflavonoid Compound......100 mg. 
Acid (vitamin C)..........100 mg. 


and literature request. 


arlington-funk laboratories, division 


Drummond Street, Montreal, 


the Danish Medical Bulletin (5: 
131, 1958) the high incidence 
suicide the country. Since 1949, 
treatment severe intoxication 
chemical agents has been central- 
ized for Copenhagen the psy- 
chiatric department the Bis- 
pebjerg Hospital, which has 
highly trained team and receives 
only patients coma pre-coma. 


_No less than 800 1000 admissions 


year occur. About 72% are due 
intake barbiturates, 10% 
carbon monoxide, and 
morphine and its derivatives. About 
94% all cases are suicide at- 
tempts. 

The overall mortality 
(carbon monoxide 10%, barbitur- 
ates 3.2%). Causes attempted 
suicide include family conflicts and 
love affairs 50% cases, social 
and economic difficulties 16%, 
illness 10% and unwanted preg- 
nancy 2.6%. 


ALCOHOLISM 


The September issue the 
periodical Alcoholism published 
the Alcohol Research Foun- 
dation, Toronto, contains three 
valuable articles. The first, 
Archibald, describes research 
Finland into the effect increas- 
ing the number beer and wine 
outlets rural community. 
was found that introduction 
outlets into community did not 
cause any the local abstainers 
change their minds. did not 
increase the frequency drunk- 
enness over that existing control 
communities without outlets, 
though increased the frequency 
with which drinkers actually con- 
sumed alcohol. also had 
significant effect the drinking 
habits young people. Before 
establishment legal stores, boot- 
leg distilled spirits accounted for 
92% alcoholic consumption 
teenage boys, whereas after estab- 
lishment legal outlets consump- 
tion spirits fell 15% and 
consumption beer and wine rose 
85% the total. Canada might 
well conduct some similar research. 

Miss Margaret Cork stresses 
the great need for community team 
dealing with the al- 
coholism problems. Best results are 
shown obtained when doc- 
tors, clergy, nurses, social workers 
and others share responsibility and 
collaborate treatment. 


(Continued page 48) 
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HOT FLUSHES 
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DIGESTIVE AND 
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igraine prophylaxis. 
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MEDICAL NEWS brief 
(Continued from page 47) 


article statistical trends 
Ontario reveals the depressing 
fact that the number alcoholics 
this province has increased from 
63,000 1955. This alcoholism 
rate sli above the average 
for Canada, though lower than 
that for B.C. and just shade lower 
than that for Quebec. 


TREATMENT SHOCK 
MYOCARDIAL 
INFARCTION 


The hypotension complicating 
acute myocardial infarction pre- 
sents threat life when 
manifested shock-like clinical 
pattern, especially associated 
with severe oliguria. The critical 
level hypotension depends 
the pre-infarction blood pressure. 

the hypotension very severe 
persists over period hours, 
the shock becomes “irreversible” 
and chances successful therapy 
are greatly reduced. Definitive 
promptly and maintained until re- 
covery assured. 

Transient benefits may ob- 
tained use short-acting pres- 
sor amines and transfusions, but 
general recovery dependent 
the use the longer-acting pressor 
drugs, and metar- 
aminal 

Since both myocardial failure 
and peripheral vasomotor mechan- 
isms are responsible for shock, 
additional measures are recom- 
mended, namely, oxygen inhalation, 
use digitalis and anticoagulants, 
adequate carbohydrate and fluid 
intake, and avoidance sodium 
and water accumulation and 
acidosis. Adrenal steroids may 
helpful potentiating the pressor 
amines, but clinically they have 
not proved consistently valuable.— 
Sampson: Dis. Chest, 33: 667, 
1958. 


THE WILLIAM AND LOLA 
HEUERMANN CANCER 
RESEARCH FELLOWSHIP 


The University Texas 
Anderson Hospital and Tumor In- 
stitute offers fellowship gradu- 
ates from Class medical schools 
who have completed internship 
and least three years resi- 
dency training surgery. The 

(Continued page 51) 
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MEDICAL NEWS brief 
(Continued from page 48) 
Fellow will required devote 
his full time scientific research 
the field cancer. The tenure 
the fellowship for one year 
and may extended for one 
two additional years. The annual 
stipend will $7000 for the 
first year and $7500 for the second 
year. Applications should re- 
ceived the Hospital 
before December 1958, and 
addressed to: Office Education, 
The University Texas 
Anderson Hospital and Tumor In- 
stitute, Texas Medical Center, 

Houston 25, Texas. 


PRACTICAL ELECTRO- 
CARDIOGRAPHY COURSE 


The University Texas, Post- 
graduate School Medicine, an- 
Houston, Texas, December 15-19, 
1958. This course will emphasize 
spatial vector-electrocardiography. 
Dr. Robert Grant the Na- 
tional Heart Institute, one the 
foremost authorities this field, 
will the and Una Truitt 
Lecturer for this course. addi- 
tion the evening formal lectures 
cardiographic interpretation prac- 
tice sessions. 


MECHANICS 
BREATHING NORMAL 
SUBJECTS AND 
PATIENTS WITH CARDIO- 
PULMONARY DISEASE 


Pulmonary compliance and me- 
chanical resistance were measured 
Attinger al. (Ann. Int. Med., 
48: 1269, 1958) during quiet 
breathing and voluntary 
ventilation normal subjects, 
patients with chronic pulmo- 
nary emphysema, with chronic 
bronchial asthma, with restric- 
tive pulmonary disease, five with 
pulmonary fibrosis, with 
bronchitis, and with cardio- 
were significantly different the 
normal and the disease groups. 

Patients with 
disease show decrease pul- 
monary compliance with increase 
respiratory rate and markedly 
elevated values for mechanical 
resistance. The 
ance often increased out 
proportion the increase 
inspiratory resistance. some 


cases emphysema the findings 
due loss elasticity seem 
predominate over 
spastic element. Patients with 
either restrictive fibrotic pul- 
monary disease show low and 
relatively stable compliance values. 
The resistance values 
spastic group. Patients 
cardiac disease show changes simi- 
lar those the pulmonary 
fibrotic group. 

Pulmonary compliance correlates 
well with vital capacity all 
groups, with the exception the 


High vital 
capacity and maximal breathing 
capacity are associated 
with low resistance values. The 
air velocity index correlates poorly 
with compliance, 
sistance and other pulmonary func- 
tion measurements. 


VAN METER AWARD 
The Association 
again offers the Van Meter Prize 


able mentions for the best essays 
(Continued page 52) 


carrier unto himself 


Once infected with athlete’s foot, likely remain “carrier 
unto himself,” even without re-exposure. Daily routine application 
Desenex protects against reinfection and recurrence. 


Desenex: 


OINTMENT POWDER 
SOLUTION 


fast relief from itching 
prompt antimycotic action 


continuing prophylaxis 


NIGHT and DAY treatment 

NIGHT Desenex Ointment (zincundecate) oz. tubes. 

DURING THE DAY Desenex Powder (zincundecate) oz. container. 
ALSO Desenex Solution (undecylenic acid) oz. bottles. 


otomycosis Desenex Solution Ointment. 


Write for samples. 


MALTBIE LABORATORIES DIVISION WALLACE TIERNAN LTD. SCARBORO, ONTARIO 
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MEDICAL NEWS brief 
(Continued from page 51) 


submitted concerning original work 
problems related the thyroid 
gland. The award will made 
the annual meeting the 
Association the Drake Hotel, 
Chicago, Illinois, April May 
1959. 

The competing essays may cover 
either research investi- 
gations, should, not exceed 3000 
words length and must pre- 
sented English. Duplicate type- 
copies, double 
should sent the Secretary, 
Dr. John McClintock, 149% 
Washington Avenue, Albany 10, 
New York, not later than January 
15, 1959. 

place will reserved the 
program the annual meeting 
for the presentation the winning 
essay the author possible 
for him attend. 


RESEARCH TORONTO 
HOSPITAL FOR SICK 
CHILDREN 


The fourth annual report the 
Research Institute the Hospital 
for Sick Children, Toronto, cover- 
ing the period January 
December 31, 1957, carries 
introduction from the pen the 
new director, Dr. Struthers. 
this report, Dr. Struthers states 
very frankly that the primary diffi- 
culty the field of, medical re- 
search this country lack 
personnel. This itself partly 
Canada not offering adequate 
encouragement and support 
younger scientists remain the 
university teachers and research 
workers and later direct the 
research others. says, “Our 
young Canadian graduates are not 
lacking the intelligence and 
capacity required for such posts— 
and many are going unfilled 
Canadian schools medicine 
various levels seniority—but our 
people and their representatives 
not yet appreciate that progress 
medicine depends research.” 

notes that with the decreased 
urgency problems survival 
childhood, more and more research 
natal and immediate postnatal 
periods, and congenital abnor- 
malities. 

The report includes detailed 
description the work the 


various research departments, and 
their publications during the 
year. 


INFLUENZA CANADA 


The Dominion Bureau Statis- 
tics has published memorandum 
Influenza Canada, together 
with some statistics its char- 
acteristics and trends. gives 
details the pandemic 1957, 
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which appeared first North 
China and reached Canada 
early September 1957, attaining 
maximum incidence during Oc- 
tober. The peak the epidemic 
was reached Quebec and On- 
tario three four weeks earlier 
than the coastal provinces 
British Columbia, New Brunswick 
and Nova Scotia. Intervening areas 
between the coast and the central 
provinces were affected last. The 
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entire epidemic lasted roughly 
three months, from the beginning 
September the end Nov- 
ember 1957. The average duration 
illness was 7.7 days, this figure 
being greatest New Brunswick, 
Quebec and British Columbia. 
seems that the disease was more 
severe females than males. 
estimated three million persons 
(18% the total population) 
Canada were affected during the 


epidemic, and temporary school- 
closing was quite common all 
provinces. The incidence was 
generally higher groups under 
years old than those 


over. The incidence was very 


high among Indian reserve popu- 
lations and northern settlements. 
Detailed mortality figures are not 
yet available. The last big Cana- 
dian epidemic 1951 was more 
explosive than the 1957 one. 


DANTHRON 


CONSTIPATION 


the original dioctyl sodium sulfosuccinate fecal softener combined 
with danthron, the non-irritating, non-habit forming 


Comprehensive control constipation with Doxan... 


Prevents fecal dehydration and gently stimulates the lower colon 


functional constipation 


Synergistically provides, with subclinical dosage, peristaltic ac- 
tion soft, intestinal content rather than the 
hardened mass typical constipation 


Results soft stools gently stimulated evacuation and 


restores normal bowel habits 


Doxinate with Danthron (Doxan) supplied brown, 
capsule-shaped tablets containing mg. dioctyl 
sodium sulfosuccinate and mg. 8-dihydroxyan- 


thraquinone. 


adult dose: One two capsule tablets bed- 
time. Bottles and 100. 


When fecal softening alone indicated— 
Doxinate 240 mg.—provides optimal once-a-day 
dosage for maintenance therapy. 


Doxinate registered trademark Lloyd Brothers, Inc. 


PHARMACEUTICALS LTD. 
676 NIAGARA BOULEVARD. FT. ERIE, ONT. 


The curve for rise and fall 
this epidemic follows closely the 
curve the United States, where 
the disease began attain epi- 
demic proportions late summer 
and had maximum incidence 
mid-autumn, affecting million 
persons, 


FLUORIDATION 
SWEDEN 


1952, the Royal Medical 
Board Sweden appointed body 
experts investigate the prob- 
lem fluoridation preventive 
measure dental caries. The most 
recent report the Board recom- 
mends once more that communities 
which desire start fluoridation 
their domestic water supplies 
under the necessary technical con- 
trol. The only objection which the 
Board can see water fluoridation 
the 
namely that most the water 
not drunk and therefore fluori- 
dated purpose. Mentioning 
opposition fluoridation, the 
Board makes the following state- 
ment: 

“The Board fully aware the 
fact that, point principle, 
objections may raised against 
fluoridation drinking. water 
the grounds that the citizens would 
compelled consume fluori- 
dated water, and that movement 
opposition against fluoridation 
exists the United States and 
some extent Sweden well. 


‘Interim Committee for Per- 


sonal Integrity’ Gothenburg, for 
instance, has appealed the Board 
for measures against fluoridation 
drinking water. The Board cannot 
find, however, that these objections 
carry sufficient weight al- 
lowed obstruct important 
public health measure. 
dence dental caries Sweden 
has reached such proportions that 
all available means for its combat 
have utilized. Fluoridation 
drinking water one the 
methods that should employed.” 


COLOSTOMY AND 
ILEOSTOMY CARE 


The Cuyahoga Unit the Amer- 
ican Cancer Society has produced 
interesting little guide, giving 
practical information for nurses 


(Continued page 56) 
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“That’s not what Naturopath told me!” 


easy insertion 
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NOW over 500 BOYLE APPARATUS 
installed Hospitals across Canada! 


Since the introduction the B.0.C. Boyle 
into Canada there has been steady demand 
anesthetists hospitals across the country for 
these machines. The Boyle design, originally in- 
troduced Dr. Boyle has been greatly 
improved British Oxygen through the years and 
now recognized anesthetists the finest 
equipment its kind the world. 


For the highest quality precision anesthetic appa- 
ratus make sure that Boyle, backed 


excellent service across Canada. MODEL ‘H’ 


Some the Hospitals using BOYLE APPARATUS 


Hotel-Dieu St. Joseph, Northwestern General Hospital, Shaughnessy Veterans’ Hospital, Toronto Western Hospitai, 
WINDSOR, Ont. TORONTO, Ont. VANCOUVER, B.C. TORONTO, Ont. 
Providence Hospital, Hotel Dieu Hospital, Kingston General Hospital, Brantford General Hospital, 
HIGH PRAIRIE, Alberta. CORNWALL, Ont. KINGSTON, Ont. BRANTFORD, Ont. 
Winnipeg General Hospital Provost Hospital, St. Vincent’s Hospital, 
WINNIPEG, Man. PROVOST, Alberta. VANCOUVER B.C. Mission 
Swift Current Union Hospital, Humber Memorial Hospital, Royal Victoria Hospital, 

SWIFT CURRENT, Sask. WESTON, Ont. MONTREAL P.Q. FORT SMITH, N.W.T. 
St. John’s General Hospital, General Hospital Port Arthur, Souris District Hospital, Ottawa Hospital, 
ST. Newfoundland. PORT ARTHUR, Ont. SOURIS, Man. OTTAWA, Ont. 
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the management colostomy 
and ileostomy. covers ali aspects 
management, and gives advice 
everything from trave! diet. 
understand that limited num- 
ber copies are available $1.00 
copy from the Cuyahoga Unit 
the American Cancer Society, 
337 The Arcade, Cleveland 14, 
Ohio. 


VITAMIN AND 
INTERMITTENT 
CLAUDICATION 


Opinions the value vitamin 
the treatment peripheral 
vascular disease have differed 
widely the past. Whereas Boyd 
reported favourably its use 
intermittent claudication, others 
have failed entirely confirm 
these results. recent controlled 
series Sheffield, England (Lan- 


BARD-PARKER 


B-P INSTRUMENT CONTAINER 
No. 300 

ideal for use with Bard-Parker 

PYREX glass with airtight cover. 


CONCENTRATE for 
inexpensive instrument 
disinfection 


HALIMIDE recently developed non-staining, clear 
CONCENTRATE low surface tension and excellent 
penetrating qualities, scientifically perfected for in- 
expensive instrument makes gal. 
NON-CORROSIVE (No anti-rust tablets add) 
STABLE (need not changed frequently) solution.. 


LIST PRICE—4 oz. bottle $3.00 
Available quarts and gallons 


See your DEALER for quantity discounts 


PARKER, WHITE HEYL, INC. 
Danbury 


Connecticut 


ALL BARD-PARKER SOLUTIONS CONSERVE THE BUDGET DOLLAR 


cet, 602, 1958), suggests once 
more that may value 
middle-aged non-diabetic men 
with obliterative vascular disease 
and intermittent claudication were 
Twenty men received large doses 
vitamin tablets (usual daily 
dose 600 mg.) over period 
weeks, while controls received 
indistinguishable dummy tablet. 
The key the test was not opened 
until all the results had been de- 
clared, avoid bias. 
Improvement was assessed 
simple exercise tolerance test; sub- 
jective and objective improvement 
seemed coincide. Three patients 
had dropped from each group 
because complications. Out 
the final patients who were 
found have received vitamin 
had significantly improved, 
against only two the 


group 17. Six months after the 


end the trial none the im- 
proved patients the vitamin 
group has deteriorated, and three 
controls transferred vitamin 
report some improvement. 

The authors emphasize that large 
doses are necessary over con- 
siderable period (at least three 
months) 
sponse obtained. 


CAUSE DEATH 
CONGENITAL HEART 
DISEASE 


The causes death pa- 
tients with congenital cardiac de- 
fects who had survived until two 
years age longer are reported 
41, 1958). Patients with isolated 
interatrial septal defects more 
often than not die unrelated 
cause, even when the defect 
large. Future evaluation any 
surgical correction this defect, 
symptoms 
present, would difficult. 

Patients with isolated inter- 
ventricular septal defect but with- 
out dextroposition the aorta 
died cause unrelated the 
defect, except for brain abscesses. 


DEXTROVERSION THE 
HEART 


Three personal cases dextro- 
version and additional 116 cases 
collected from the literature are 
reported Grant (Circulation, 18: 
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supply increased vitamin demands growth 
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ethical protective cream for 


hypo-allergenic, soothing and water-repellant; 
30% silicone—petrolatum base. 
Prevents dishpan hands, industrial der- 
matoses and diaper rash. also skin 
protective against irritating discharges. 


restore brittle, peeling 
splitting fingernails normal 
healthy state, prescribe 


(gelatin capsules) 
The most pleasant way administer gelatin. 


*Recommended Dosage: cap- 
sules, three times day for weeks. 
Thereafter, capsule, three times per day. 


Medical Samples sent request 


SUPERIOR BIOCHEMICALS 


CANADA LTD. 
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25, 1958). There are three major 
differences between dextroversion 
(1) dextroversion the atria have 
normal position but the ventricles 
swung like pendulum through 
arc 120 degrees the frontal 
plane from their normal position; 
there also degree counter- 
clockwise rotation the heart 
its long axis, with the right ven- 
tricle lying superiorly the left 
ventricle. contrast with this, 


mirror-image dextrocardia all car- 


rightward 
mirror-images the heart. 
(2) The vast majority cases 
dextroversion (90% autopsied 
cases) have additional intracardiac 
malformations, while 
image dextrocardia additional in- 
tracardiac anomalies are probably 
more frequent than the 
population large. (3) ab- 
dominal heterotaxy often present 
dextroversion, which different 
from the situs inversus that accom- 
panies mirror-image dextrocardia: 
instead inversion abdominal 
organs there tendency for 
tive and bilaterally symmetrical, 
frequently with congenital absence 
the spleen. Transposition the 
great vessels present over 80% 
cases dextroversion. 


PULMONARY VALVE 
OBSTRUCTION DURING 
CARDIAC 
CATHETERIZATION 


the course catheterization 
studies performed patients 
with pulmonary stenosis and intact 
ventricular septum, (20%) ex- 

erienced acute symptoms and 

modynamic changes after the 
cardiac catheter had entered the 
stenotic pulmonary orifice. Two 
additional patients had only hzemo- 
dynamic evidence that the cardiac 
catheter was obstructing blood flow 
through the pulmonary valve. 

Pulmonary valve obstruction oc- 
curred only when severe pulmo- 
nary stenosis had been associated 
with shunt. The 
eight patients presented with clini- 
cal symptoms 
findings acute pulmonary valve 
obstruction all had arterial un- 
saturation rest and calculated 
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CANCER 


six volumes 
and Index 


Edited 


RONALD RAVEN, 
O.B.E., F.R.C.S. 


This work being produced 
assist those engaged the 
fight against cancer provid- 
ing the facilities for immediate 
reference all the advances 
being made today every 
field. truly international 
work, for not only have the 
contributors been drawn from 
all over the world but those 
aspects cancer have been 
studied they affect are 
affected different races, 
climates and occupations. 


Each the contributors 
leading authority, writing 
the particular aspects the 
disease which have been his 
her special study, and much 
original work included. 


Volumes now ready and 
the remaining 
follow shortly. 


Full particulars from:- 


BUTTERWORTH CO. 


(CANADA) LIMITED 


1367 Danforth Avenue 
Toronto Ontario 
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FAILURE SHOULD VIGOROUSLY 


defend the against 


nutritional reserves pregnancy and lactation 


vitamin-mineral 
for the prevention anemia, 


calcium deficiency, hypometabolism, 
potential toxemia and abortion, iodine 


deficiency goitre and supply 


result routine use 


“From early 1953 until the present time, 
not one case megaloblastic anemia 
asseciated with pregnancy and 

puerperium was 

Lowenstein, Pick, C., and Philpott, W.: 


Megaloblastic Anemia Pregnancy and Puerperium. 
Am. Obst. Gynec. 70:1309, 1955. 
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pulmonary valve areas 0.15 sq. 
cm. less. 

increased 
cyanosis and tachycardia occurring 
after the exploring cardiac catheter 
has entered stenotic pulmonary 
orifice are early signs that the 
pulmonary blood flow 
reduced. 

alertness, 
oximetric monitoring sat- 
uration, 


fast 


tis 


helpful relief pain and apparently 


more satisfac rapi 
certain have with those than treated 
its the neuro- 


observation are essential, particu- 
arterial unsaturation, the com- 
plication pulmonary valve ob- 
struction during cardiac catheter- 
and Rudolph: Circulation, 18: 53, 
1958. 


NEW CONCEPTS 
HEARING THEORY 


The ninth the Translation 


Series sponsored the Beltone 


HERPES ZOSTER 


remedy the treatment herpes 


Frank Combes, et. al. 
New STATE JOURNAL 
MEDICINE 


Canad. 
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Institute for Hearing Research 
“New Concepts the Theory 
Hearing” Dr. Hans Kietz, trans- 
lated from lecture delivered 
the University Clinic Hamburg- 
Eppendorf, December 1956. These 
translations are issued without 
charge the medical profession, 
universities, clinics, libraries, audio- 
logists, and other qualified profes- 
sionals. They may secured 
writing the Beltone Institute for 
Hearing Research, 2900 36th 
Street, Chicago 32, 


AMERICAN COLLEGE 
SURGEONS 


The preliminary program 
first joint nurse-doctor meeting 
the American College of. Surgeons 
Canada now available. The 
meeting will held Montreal, 
April 6-9, 1959, and sessions will 
bilingual. Topics for discussion will 
include general surgical nursing 
care and rehabilitation, preparation 
the nurse for surgical nursing, 
human relations nursing, and the 
control staphylococcal infections. 
Nurses will welcomed these 
meetings without registration fee, 
guests the College. Further 
information from: Dr. 
Saunders, Associate Director, Am- 
erican College Surgeons, 
East Erie Street, Chicago 11, 
Illinois. 


STUDY THE GROWTH 
AND DEVELOPMENT 
THE NORMAL CHILD 


Children’s Centre has 
ordinating series longitudinal 
studies the somatic growth, 
mental development social 
environment groups children 
consistently followed from birth 
and examined identical meth- 
ods. The study co-ordinated 
Falkner (Louisville) and 
has been carried Brussels, 
Dakar, Kampala, London, Louis- 
ville, Paris, Stockholm and Zurich. 
Regular working sessions 
ing the pediatricians, psycholo- 
gists and welfare workers charge 
the studies are held turn 
the various research centres. 

The last session presided over 
Prof. Dubois was held the 
Brussels Institute Social Medi- 
cine, February 17-20, 1958, 
assembled the research workers 
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all the teams and the technical 
advisers: social adviser (Prof. 
Graffar, Brussels), psychological 
adviser (C. Hindley, London) and 
the expert charge analyzing 
the results (P. Karlberg, Stock- 
holm); the ICC was represented 
and Falkner, the co-ordinator 
the investigations. 

The following aspects the 
research work 
examined: the importance an- 
alysis methods —it appeared im- 


portant give careful description 
mathematic analysis, and not 
make hasty comparisons between 
samples from the different cities; 
the comparison from social point 
view the research samples 
with the population the com- 
munity from which the samples 
had been drawn; the need for 
adopting the methods examining 
African children (adjustment 
test equipment particular); and 
the x-ray study bone maturation 
and the technical precautions 
taken such examinations. 


the 


AVAILABLE 
SIZES: 


FL-2, 
12” sterilizing chamber 


HP-2, 


HARLOTTE NORTH CAROLINA 


when can sterilize 
FASTER and SAFER 


the 


PELTON 


AUTOCLAVE 


Easily Operated 


TRANSFER 

After loading, simply trans- 
fer steam from reserve 
sterilizing chamber. only 
few seconds, temperature 
attained. 


DISCHARGE 
When sterilization com- 
pleted, discharge steam 
condenser after closing: 
transfer valve and crack 
open the door. 


UNLOAD 
minute two entire 

contents are removed com- 
pletely sterile and dry. The 
autoclave ready for sec- 
ond load. 


Gentlemen: interested the Pelton time-saving Autoclave. 
Please send more information and prices model. 


Nam 
See your dealer 
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the suggestion Prof. Fan- 
coni, the meetings the national 
will take place Zurich 
1959. 


NESTLE FELLOWSHIP 
FOR NUTRITION 


research fellowship one 
million francs awarded every 
year the French Nestlé Com- 
pany physician who wishes 
specialize the field nutrition. 
For the year 1958-1959 the panel 
judges awarded the fellowship 
Dr. André Frederich (Lyons). 

The 1959-1960 fellowship will 
awarded the spring 1959. Ap- 
plicants are requested send 
the International Children’s Centre, 
Chateau Longchamp, Bois 
Boulogne, Paris cur- 
riculum vite setting forth their 
work the biological and social 
problems connected with feeding 
dren; (b) letter introduction 
from one their teachers; (c) 
description the studies they 
wish pursue with the help 
the Nestlé fellowship. 

The applicants must have 
sufficient command the French 
language. 

the end the fellowship 
period, the fellow fellows will 
expected send the Inter- 
national Children’s Centre scien- 
tific study the subject which 
they will have studied during the 
year. 


BULLETIN 
RHEUMATIC DISEASES 


The second collection the 
Bulletin Rheumatic Diseases, 
including Volumes VIII, has 
just been published single 
bound volume. contains regu- 
lar issues, plus nine supplementary 
issues (yellow pages) which de- 
scribe methods and interpretations 
diagnostic laboratory procedures 
used the study and treatment 
the various rheumatic diseases. 

Each member the American 
Rheumatism Association will re- 
ceive one copy this volume 
without charge. limited number 
extra copies are available. 

Requests to: Dr. Ronald 
Lamont-Havers, Medical Director, 
Arthritis and Rheumatism Founda- 
tion, Columbus Circle, New 
York 19, N.Y. 
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U.S. Department Agriculture May, 1957. 
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PERONEAL PARALYSIS— 
HAZARD 
WEIGHT REDUCTION 


Sprofkin (A.M.A. Arch. Int. 
Med., 102: 82, 1958) quotes 
man who 1929 wrote about the 
effect leg-crossing the pro- 
duction peroneal palsy. nine 
cases compression neuropathy 
the peroneal nerve and its branches 
was produced combination 
weight loss and sitting for long 
periods with crossed legs. The loss 
fat may deprive the peroneal 
nerve element protection, 
has been shown that tall, 
slender people are more apt 
produce this type damage 
the nerve crossing their legs. 
quarters, such the interiors 
airplanes, crouching and 
ting for long periods have long 
been known suffer 
neal palsy. The 
activity television viewers 
mentioned yet another cause 
for traumatic 
pathy. 


SOCIETY FOR THE STUDY 
FERTILITY 


The Society for the Study 
Fertility will hold its annual con- 
ference next year Thursday, 
Friday and Saturday, May 28-30, 
1959, the Department Ana- 
tomy, Dublin University, Trinity 
College, Dublin, and the Ro- 
tunda Hospital and the Veterinary 
College Ireland Dublin. The 
local secretary Dr. Raymond 
Cross, Rotunda Hospital, Dublin, 
Ireland, from whom 
formation can obtained. 


NEEDLE BIOPSY 
PARIETAL PLEURA 
TUBERCULOSIS 


Biopsy the parietal pleura 
the Vim-Silverman 
was done Weiss (Am. Rev. 
Tuberc., 78: 17, 1958) pa- 
tients with pleural effusion treated 
tuberculous. Obvious pulmonary 
tuberculosis was present pa- 
tients and absent 19. Caseating 
tubercles were demonstrated 
the patients, whereas pleural 
fluid cultures were positive for 
tubercle bacilli only the 
whose fluid was 


Tuberculosis was estab- 
patients. Only four 
mained “idiopathic” and, 
patients were tuberculin reactors, 
they received treatment the 
presence tuberculous pleural 
effusion had been demonstrated. 
Needle biopsy was the single most 
rewarding diagnostic procedure 
used this series. 

The results thus indicate that 
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pleura valuable diagnosis 
tuberculous pleural effusion. Any 
method that will augment the diag- 
nostic yield “idiopathic” pleural 
effusion increasing importance 
view the fact that tuber- 
culosis becoming more common 
older men. this segment 
the population, differential diag- 
nosis between tuberculous effusion 
and carcinomatous effusion 
prime consideration. Needle biopsy 
often provides early definitive 
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diagnosis. has also been oc- 
casional value the diagnosis 
malignant effusion, but such 
cases cell block 
fluid has usually revealed the diag- 
nosis. Although 
may positive when the other 
negative cases carcinoma, 
needle biopsy finds its greatest 
usefulness the diagnosis 
tuberculous effusions, 
much more often positive than 
culture pleural fluid and because 


Complex 


the result obtained much more 
quickly, 

needle biopsy unrevealing 
one occasion, must not 
assumed that either tuberculosis 
carcinoma has been excluded. 
This particularly true cases 
carcinoma, since implantation 
malignant tumour the 
parietal pleura sometimes not 
diffuse process seems oc- 
cur tuberculosis the pleura. 
second third needle biopsy 


*TRADEMARK 


may required. these are not 
helpful, pleural 
should considered. 


THE NEW 
ANTITUBERCULOSIS 


DRUGS, PYRAZINAMIDE 
AND CYCLOSERINE 


Clinical and biological investiga- 
tions pyrazinamide and cyclo- 
serine the treatment pulmo- 
nary tuberculosis are reported 
Zorini al. (Dis. Chest, 34: 27, 
1958). These investigations were 
accompanied the 
laboratory studies: serum electro- 
phoresis, phagocytic index, pre- 
cipitable bound iodine, adrenal 
cortical function, behaviour 
specific proteases defence 
urine, plasma lipasic power, serum 
cholesterol, serum bilirubin, plasma 
fibrinogen, prothrombin time and 
others. 

Pyrazinamide showed favour- 
able action tuberculous lesions 
limited number cases and 
for short duration, not exceeding 
35-40 days therapy, after which 
toxic phenomena were observed, 
predominantly hepatic. The labora- 
tory tests this subsequent period 
study showed increasing vari- 
ance from normal values, with 
increase bound 
iodine and globulin dissociation 


increase the beta and 


decrease the gamma fraction. 
Cycloserine was more valuable 
antimicrobial agent, manifested 
definite radiographic improve- 
ment fresh exudative cases 
well cases chronic cavitary 
disease, some these being re- 
sistant the usual therapeutic 
measures, appreciable regres- 
sion the far advanced cavita- 
tions, and conversion posi- 
tive sputum negative both 
types cases. Its toxic action 
the nervous system un- 
common and does 
interfere with the continuance 
therapy. The laboratory tests have 
generally shown normal values 
even after the second and third 


month therapy with the pre- 


cipitable protein bound iodine, 
serum proteins, particularly 
beta globulin, plasma 
prothrombin time, 
power, 
proteases defence urine, and 
the charge tests for liver function, 
showing behaviour opposite 
that pyrazinamide. 
(Continued page 74) 
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for pain...as effective codeine 
without liabilities 


Zactirin 


NON-NARCOTIC 
Potently Analgesic 


Effectively Anti-inflammatory 


ZACTIRIN tablets are equiv- 
alent analgesic potency 
grain codeine plus 
grains acetylsalicylic acid. 


Supplied: Distinctive, 2-layer 
yellow -and- green tablets, bot- 
tles 100. Each tablet contains 
mg. ethoheptazine citrate 
and 325 mg. grains) acetyl- 
salicylic acid. 


Reg. Trade Mark 


WALKERVILLE, ONTARIO 
MONCTON MONTREAL 
WINNIPEG VANCOUVER 


Ethoheptazine Citrate with Acetylsalicylic Acid, Wyet Reg. Trade Mark 
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SUCCESS 
following 


explosion 
trichomonads 


and jelly 


PURSUE trichomonads into every fold 


vaginal mucosa reaching even those para- 
sites buried under thick, tenacious albumi- 
nous secretions. 


EXPLODE trichomonads within sec- 
onds contact! flagellate remains cause 
troublesome flare-ups. Successful treatment 


BANISH trichomonads. They cannot survive 
the wetting, detergent and chelating agents 
VAGISEC liquid and jelly. 


Repeated negative cultures—strictest criterion 
Using cultures, the most critical test, Weiner? 
VAGISEC therapy. therapy 
—vaginal scrub with VAGISEC liquid the 
office and instillation VAGISEC jelly, fol- 
lowed home douches and jelly—ensures 
eradication organisms. Annoying symp- 
toms (leukorrhea, pruritus, burning) often 
disappear after the first Three 
four weeks therapy usually are sufficient 
for most 


liquid and jelly 


*RADE-MARK 


References: Decker, A.: 
New York Med. 

57:2237 (July 1957. 

Weiner, H.: Clin. 

Med. 5:25 (Jan.) 1958. 

Davis, H.: West. Surg. 
63:53 (Feb.) 1955. 
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HEADACHE 
FLASHES 

FLUSHES 

DYSPNEA 
PALPITATIONS 
AND 
ERETHISM 


a, 


INDICATIONS: Menopausal disorders 
preme tension sexual erethism functional 


EAS SCHEDULE: Spacetab morning 


DORVAL, P.Q. 
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VASCULAR DISEASE 
DIABETES MELLITUS: 
THE IMPORTANCE 
THE OBESITY FACTOR 


Campbell (Scot. J., 199, 
1958) investigated the incidence 
vascular lesions diabetic pa- 
tients with the object evaluating 
the etiological significance co- 
existent obesity. Diabetic retino- 
pathy was considered 
sentative the specific diabetic 
vascular disease, whereas degen- 
erative heart disease was the non- 
specific vascular 
ized the author. group 156 
diabetic patients, 116 women and 
men, was subdivided into those 
whose weight was more 
above average weight 
normal subnormal weight. 
Whilst the duration diabetes 
was found intimately related 
the development retinopathy, 
there was such relationship 
between obesity and retinopathy. 
was noticed that 20.9% the 
obese diabetics and 17.1% the 
non-obese diabetics had some 
degree retinopathy. Degenera- 
tive heart disease, both hyper- 
tensive heart 
disease, the diabetic group was 
compared with control group 
similar age and sex distribution. 
total 63.7% diabetics and 
35.8% the subjects were 
found have abnormal ECG 
tracings. both groups there was 
steady rise incidence ab- 
normalities with age, but the dia- 
betics showed higher incidence 
each age group. 
weight diabetic had the highest 
incidence degenerative heart 
disease indicated ECG 
changes (70.4%), the normal and 
subnormal weight group dia- 
betics had incidence which was 
much lower (42.6%), 
control group had the lowest in- 
cidence (35.8% 

The author concludes that 
whilst the incidence retinopathy 
related the efficiency con- 
trol the diabetic state well 
the duration the disease, 
degenerative heart disease bears 
significant relationship obesity. 
Therapeutic weight reduction 
overweight diabetics should result 
significant reduction mor- 
bidity and mortality from cardio- 
vascular disease. 
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